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L S REUA, AR R & ART B E (hPG) .

2. ORISR 1 BB v B fodd, HoRe e ME4h & hPG I N i X

3. BRI ELR 2 1 B pe B A4, FLn] AL 2 B R BT SEQ 1D NO: 25 [ 2 4% 2 1y 31 I ik
P a0 % SR RS

4. BURVESR 2 [ 850 B Ak, FL50) % H 43B9G11 . WESH2G7.6B5B11C10.,20D2C3G2.
1E9A4A4. 1E9D9B6 . 1C8D10F5, 1A7C3F 11, 1B3BAF11 il 1C11FAES [ 24 &2 S FR1B S 41 —hPG
B yEBEUAR TS 45 A hPG.

5. BRI EE SR 2 (1) 5 v B Bk, H A& 70 7 51 B BT AT A 3 43B9G1 1. WESH2GT
6B5B11C10.20D2C3G2. 1E9A4A4 . 1E9DIB6. 1C8D10F5. 1A7C3F11. 1B3B4F11 Hl 1C11F5E8 [ 24
SEIREBAZ [ B vE FE PR R VRV, CDR % VR V., CDR.

6. BURIE SR 2 B g b diis, HASBEAEB T V MV, COR JFFIHZ —RITFIH)
VIV, CDR :

(i)V, CDR1.3.V, CDR 2.3.V, CDR 3.3.V, CDR 1.3.V, CDR 2.3 H1V, CDR 3.3 ;

(ii)V, CDR 1.4.V, CDR 2.4.V, CDR 3.4.V, CDR 1.4.V, CDR2.4 1V, CDR 3.4 ;

(iii)V4 CDR 1.16. V4 CDR 2.16.V, CDR 3.16.V, CDR 1.16.V, CDR 2.16 F1V, CDR
3.16 ;7

(iv)Vy CDR 1.19.Vy CDR 2.19.V, CDR 3.19.V, CDR 1.19.V, CDR 2.19 IV, CDR
3.19,

7. BORIEESR 1-6 W AF— TR B s B du A, Hod A4 o

8. BURESR 7 e BEUAs, RS AL T VAV PR — P FI v
5

(i)hVy 3(SEQ ID NO:21) AT hV, 3(SEQ ID NO:22) ;

(ii)hVy 4(SEQ ID NO:23) Al hV, 4(SEQ ID NO:24) ;

(iii)hV, 16a(SEQ ID NO:84) 1 hV, 16a(SEQ ID NO:85) ;

(iv)hV, 16b(SEQ ID NO:86) Fil hV, 16b(SEQ ID NO:87) ;

(v)hV, 16¢(SEQ ID NO:88) Fl hV, 16c(SEQ ID NO:89) ;

(vi)hV, 19a(SEQ ID NO:90) F1hV, 19a(SEQ ID NO:91) ;

(vii)hV, 196b(SEQ ID NO:92) F1 hV, 19b(SEQ ID NO:93) ;F

(viii)hVy 19¢(SEQ ID NO:94) FI hV, 19¢(SEQ ID NO:95).

9. BURIEESR 1 B el dudg, Hae e tE4s & hPG 1 C o X

10. BOREESR 9 (R s duag, Hon] FA S BHAXRLT SEQ 1D NO:27 & B 751 1
IRHUR 0 5% 3RS

V1. BCF) B SR 9 [ 8 70 B B4k, L5 A M % 19 IB4ALID11. IB6ALLF2. 1B11E4B11,
1C10D3B9. 1D8F5B3. 1E1C7B4. 2B4C8C8. 2B1 1E6G4 . 2C6C3CT . 2HIF4BT7 . 1IF1 1IF5E10. 1F1 1F5G9
AT TALIF2C9 B ARG IS H 41 —hPG g BE IR T 5 455 hPG.

12, BUH) 3R 9 19 B o B2 S04k, A & 75 )7 51 b X BT ] A& [ 1B4A11D11,
1B6A11F2.1B11E4B11.1C10D3B9. 1D8F5B3, 1E1C7B4 ., 2BACSCS. 2B1 1E6G4 . 206C3CT7 . 2HIF4B7
IF11F5E10.1F11F5GO 1 1A11F2C9 [ 4% A2 984 35 45 1 B8 v B 34k 19 VR V., CDR [ VIV
CDR.
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13 MR 9 s LR AR, & B e g LA VTV | CDR P32 — 731 1
VA1V, CDR:

(i)V, CDR 1.8.V, CDR 2.8.V, CDR 3.8.V, CDR 1.8.V, CDR2.8 F1V, CDR 3.8 ;#ll

(ii)V, CDR 1.13.V, CDR 2.13.V, CDR 3.13.V, CDR 1.13.V, CDR 2.13 fIV, CDR
3. 13,

14, BUREER 9-13 FAT— TR B s FE i dd, 2 AJRALIY

15, BURIEESKR 14 (5o s, RO BEAGIERB T VMY JPRHZ — PRIV
IV EE

(i)hV, 8a(SEQ ID NO:75) M1 hV, 8a(SEQ ID NO:76) ;

(ii)hV, 8b(SEQ ID NO:77) #1 hV, 8b(SEQ ID NO:78) ;

(i11)hV, 8c(SEQ ID NO:79) F1hV, 8c(SEQ ID NO:76) ;

(iv)hV, 13a(SEQ ID NO:80) F1hV, 13a(SEQ ID NO:81) ;0

(v)hV, 13b(SEQ ID N0O:82) #1hV, 13b(SEQ ID NO:83),

16. BUMIZEK 1-15 F4F— TR K] 5 o BE i A4, A2 1pM 22 TaM TG ISR 77 .

17, BUREESR 1-8 AR TR B e B Ak, H 584N T8 B SEQ 1D NO:28.29.30,
31 M 32 A AR T AR A 6 o

18, BUMIZER 1 A1 9-15 FfF— T 8 v B A, Ho 505560 B T3& 5 SEQ 1D NO:33.
34.35 M1 36 K FH R P IIRM S o

19, BUHEESR 1-8 AT — T B v B P Ak, B 53% H $1 -hPG MAbL. 470 -hPG MAb2,
$1-hPG MAb3.#7 -hPG MAb4.#1-hPG MAb15.37T -hPG MAb16.%T~hPG MAb17.47-hPG MAb18,
H -hPG MAb19 FIHT —hPG MAb20 [ ZHHifk 35 4 454 hPG.

20. BRI EER 1 A1 9-15 FAF— TR B L fuAg, H 50 B 5t —hPG MADS .t —hPG MAD6 .
1 —hPG MAb7.H1 —hPG MAbS. T —hPG MAb9.HT —hPG MAb10.$% —hPG MAb11.$% ~hPG MAb12.
1 -hPG MAb13.#% —-hPG MAb14.#1 -hPG MAb21.3% -hPG MAb22 F1Fi ~hPG MAb23 1S4 ik
TG 45 hPGo

21 BURVESR 1 BB v B HiAR, AR FH LS174T ZH 4T (A& 410 52 rh rR AT hPG 35 12

22. WA, FoA BRI EE R 1-21 AR — TR 5 v FE Bk A R ) e A/ B30
7l

23. RO KR 22 (G, HECHIH T2 HHE.

24. 2% E 1, HRbSAUREE R 1-156 HAE—TfHT -hPC B FEHUA R AT 42 8E (V) »

25. 2% H 1, HmbSAUR LK 1-156 HAE—TfHT -hPG B fEIUARI AT R EEE (V) o

26. FINFALK, HA G HRLBUR)E SR 1 31 -hPG FITFEIAR T2 (V) N EH

27. FIBHUE, HA T ISR ER 1 5T -hPC BBrifEIUARM AL ERE (V) MWEEH

28. 15 AN, JLHTE A ] T RIABURIER 1-21 AT — TR BT -hPG 5 58 ST 1 2 1%
BRI EAL .

29. JR I, FRENE X W BURI ER 1-21 AT — TR I ~hPG H s FEHTA.

30. AL B E SR 29 19 4% AZ R, H ok [ 43B9G11. WESH2GT.6B5B11C10.,20D2C362.

3
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1B4A11D11.1B6A11F2,1B11E4B11.1C10D3B9. 1D8F5B3. 1E1C7B4.2B4C8C8. 2B11E6G4
206C3C7.2H9F4B7. 1E9A4A4.1E9DIB6.1C8D10F5, 1A7C3F11.1B3B4F11,1C11F5ES8,
IF11F5E10, 1F11F5G9 F1 1A11F2C9.,

LB M EL SR 29 19 2% A W, H & B 43B9G11. WESH2G7.1B4A11D11.1B6AL1F2,
IB11E4B11.1D8F5B3. 1E1C7B4. 2B4C8C8. 2B1 1E6G4 . 2HIFABT . 1IE9A4A4 ., 1C8D10F5, 1ATC3F11,
IC11F5E8, IF11F5E10. 1IF11F5G9 H1 1A11F2C9.,

32. B0 F) E SR 29 i Z& A2 R, H %k [ IB4A11D11.1B6A11F2. 1B11E4B11.2B4C8CS.
2B11E6GA A1 1E9A4A4.,

33. FRAFHL ~hPG R FLFEHUARI T7 1%, HAUHE -

(a) 7EIE B ZAF T REFRBORIELR 29 F 45898 A

(b) %R B 4 A2 98 40 i [ Ui Bt —hPG B ve B HUAA

34. 8T S B e N 778, AR 2R3 i R IT irid S i B e A A E A
PsAk A —hPG B8 T R A4 .

35. BUMEE 3R 34 W77 %%, Horp ik s M 30 —hPG B8 v B Bidk 5 AT I B 43B9G11 .
WE5H2G7 .6B5B11C10,20D2C3G2 IB4A11D11.1B6A11F2,1B11E4B11.1C10D3B9. IDSF5B3,
1E1C7B4. 2B4C8C8. 2B11E6G4 . 2C6C3CT 2HOF4BT7 . 1E9A4A4 . 1E9DIB6 ., 1C8D10F5, 1ATC3F11
1B3BAF11.1C11F5ES. 1F11F5E10. 1F11F5GO I 1A11F2C9 {4258 3R 18 i3 —hPG B 7o [ Bk
A

36. BUHNELR 34 1771, Hodr firadk rp MR BT —hPG 5 v B A4 B AT A8 P 1 o6 BT 18
945 —hPG MAb1.4i —hPG MAb2.47i —hPG MAb3.#i ~hPG MAb4.37 ~hPG MAb5.37 —hPG MAD6.
Ht ~hPG MAb7.#HT —hPG MAbS.#7T —hPG MAb9.#7 —hPG MAb10.#% —hPG MAb11.$T -hPG MAb12.
H1 —hPG MAb13. %1 -hPG MAb15. #i -hPG MAb16. #1 -hPG MAb17. i -hPG MAb18. i —hPG
MAb19 .37 ~hPG MAb20.#7 —hPG MAb21.#7% —hPG MAb22 BT —hPG MAb23 fK4T —hPG B30 4T
4 [ CDR ) CDR.

37. P &5 Ry 1L P Iy 400 398 5 ) 7 v, HL ARG 45 B L g e 88 40 i R 5 T o R
Pt ~hPG g FEPTAE .

38. BRI EE 3R 37 W77 3%, Horp ik do MM 30 —hPG BB v B Bidk 5 mT AIE B 43B9G11 .
WE5H2G7 .6B5B11C10,20D2C3G2 IB4A11D11.1B6A11F2,1B11E4B11.1C10D3B9. 1DSF5B3.
1E1C7B4. 2BAC8C8. 2B11E6G4 . 2C6C3CT 1E9A4A4 . 1EIDIB6. 1C8D10F5, 1A7C3F11, 1B3B4F11,
1C11F5E8.1F11F5E10 IF11F5GO 1 1AT1F2C9 K 2258 S 3R A3 BT —hPG B g R Bk S 45 5

39. BUHNELSR 37 771, Horh piradk rp MR Bt —hPG 5 v B A B A A8 7 21 o6 BT 18
1475 —hPG MAb1.4i —hPG MAb2.47i ~hPG MAb3.#i ~hPG MAb4.37 —hPG MAb5.37 —hPG MAD6.
HT -hPG MAb7.#HT —hPG MAbS.#T —hPG MAb9. %7 —hPG MAb10.#T -hPG MAb11.HT -hPG MAb12,
H1 —hPG MAb13.#T -hPG MAb15. 3 —-hPG MAb16. #1T —hPG MAb17. 3T -hPG MAb18. i —hPG
MAb19.$T -hPG MAb20.3% —hPG MAb21.3% —hPG MAb22 B4l —hPG MAb23 1T —hPG B v [ 37
4 ) CDR f#J CDR.

40. BUREESR 37 7795, HAEARSM AT

A1, BURVESR 37 B 77125, AR AT

42. FTHRLI hPG (Rl &, A S AR EE3R 2 (1) N md —hPG B s P BB AR e P 45

4
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5 hPG ) C 3 X I AT AR

43, BORIEESR 42 (A&, For B e e MR 455 hPG 1Y C ot X IR B 2 2 ve B i

44. FIFALI hPG R ulsf &, HA S BORN SR 9 (1) C St —hPG F g DU AT 2 R4S
& hPG [ N i X I AT LA o

45, BURESR 44 fial7n) &, Herb Ik 45 7 R 45 & hPG A N i XA A4 /e 2 SR ik

46. 7E52 i\ S Wi i BV RO TT5, FLAHE FTBCR R 1-15 s — Ty 2 /b —F
B3 P S E SR I 32 il (VLS R o o (R T B 2R, HA £ 20 42 400pM VS L S 119
Al B R B 2 W EL e 4R 7R

AT, EFEE T BT T -hPG yTVAR) & 7715, HA s AT BUR 2R 1-16 R — T =
b B T A E Bk B 45 i B B W MLTE A i o R B AR, P4 20 & 400pM
[ Ve Bl P ORI 1S W (M B HEAT I -hPG TR IS S TR o

48. WIS iy EL Wi 67 1A RVE RO TT IR, R RS FTBUR 285K 1-15 AT &0 —
ol B0 [ A E B AR HEAT 45 i EL R IR T (K 32 5 B IR 15 38 2R KT A DA TR) ) 6
A, Herh ik A2 LT AT 9 2 KOTSRS TR ) B AR o Pk ¥ 77 A 2

A9. i 20 M R MR RTT B I R IS S e R IR R Ge 0 77 i, AR hPG 140 i
e TG HORURT B W R 55 5 S E R R ATEDT -PG T B LA .
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MATB L ZN AR EMA R ERE

[0001]  ZRFRE 2 HE 2 2010 4E 10 A 15 R BIAFRA “ BT B W2 1Y 5 50 B A
I o [ A 201080067237, 3 ([ BRI 5 PCT/EP2010/006329) )7 58 HIT o
[0002] 1. MHIRHIEMZ N ZH

[0003] 7 HI i £ 35U.S.C. §119(e) T H 3K 2009 4F 10 A 16 H 32 52 1 Iy i H i
61/252, 625 ‘5 BB, X IGI HE I BTE AL LA BRI NE RS % .

[0004] 2. SCT BRSNS & Bt 92 19 75 B

[0005] %
[0006] 3. BREHAINSET;
[0007]

[0008] 4. [FHIFK .. RGBT HENFLTHIEH
[0009] AXBEEHFHIE.

5. AR
[0010]  ARAFE EIUal B Wb = M R E ik H T X kA 5 7k, UL
TEB N 45 i B B2 Wil / 8697 Al I SR Bk B 77745

6. EREFEAR

[0011]  Z51 E e (CRC) & 3 2 (1 A HoAg e 1] 8, Ho A4 Sz ma il 1, 000, 000 A, H &
S I GBI 500, 000 BIBET:. CRC EJEAE G ASRIFE T R EE A7 S K. AAESR [, 2009 4F
IE T 4 147, 000 451 3795 B AR L 49, 900 41 CRC Bl HIFET: . 7L =ML A CRC 1R
RE CRC s FH DNA A5 TCAZ B2 IR A (1 3R 988 SRS s A& M AR B R 45 e (HNPCC) 5 JL FH
APC JE[R FP () Rl 22 9848 516 10 SR PE IR PE S 9% (FAP) o BUR ME CRC (5 3m B1l FIEE 85 % , i
HNPCC (549 5%, FAP %) 1% (Heyer %%, 1999, Oncogenel8 :5325-5333) .

[0012]  CRC I PRIG YT 480 55 06 B o PR B AL 22 7 V2 K I = R UTBR . BT, 29 50 % | CRC
BETLIZW HAEN BT PTEERITRE IR s Z A1 B 543 M7 VAR e 80 2 miAt T2
FEFF . XN T12W CRC BIHTIIE IR 77125, LR HoAth i B4 23 B A S/ NRIFE TG
%of 45 By L e et R A A R T B DD 7R 22

[0013] 7. REAMEAL

[0014]  ARHERMH TR AL s BiR / 80697 4 EME (CRC) A&
RTTE . A E T TR I 2 ok R 4 S5 T s N0 S v B A R B, 12% B v R BRS¢
MEsERT B iR (PG), FIIn AR E R (hPG) (B CRC R 4= £ Z Bk ) , FF7E CRC 1K)
M HM T R HUIE B R

[0015] i WA 25 FH 45 i L e 3 & B 7 A, DA Dy el o i o L BB 40 i L ot i 72 (&
FE SRR T IR R ) 115 55 SR A RO S AN M I e . 75 A P9 R 4 CRC
B o, G R AT S AR A R A TR AL I HERR (depletion) 55 iR 40 Mg (40 i 734k
FUFE 7 PEAN AT T2, Jak /D Fidgg 43 it . AR IRAE B 7R 32 IR TR /B 2R 18, {H A T —hPG

6
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FUiEE I 45 & PG SR FAB G 61 5 B — DB AME 5 KECE R AR EE 7. X
e I ATV ) 45 P L P I e 4 L o 5 TP 3 BB BB 5 e st

[0016]  [EIL, — 77T, A A FFFRAEE VLA PG (B0 hPG) (HANE A B Wb 3 2L PR (1) HoAth
PRI R . SHEE L, IR IERBI Y 101 NI 2K (FRONHT B W R R
(pre-progastrin)), A EE S FH] (NRIL) , IENZES F A=A a1 E iR (80 Mt
BRI Z K ) o G UIEIRT 5 WA 2 k™ AR X BT 1 B WA R 5k 2 38 &8 71 1 34 MR AR K™~
W, S8 5 P H R R iR A R B i i K, P AR H Z R R K1 634 ( “G34-Gly”) » BIEIf &l
FEMIE b DNEIEREIAE (AR C im il AL CTFP) , HA & R B b K k3L 75 £ 80. ARG
BB UNE| G34-Gly 724 17 PMRAE 2 K, %2 IR0 7 51 LX) BT/ B W 5% 55 &
T1, WA GLT-Gly. 2Bk G34-Gly Fl G17-Gly [ C s H &R, S8 )5 C ymBthaft, 707 4 634
AIGL7, ~F# 2 ComBtietb . Rk, 5T B W R MRT 37 MRELEHEAN (AFATE
(N T4, 11 G34. G34-Gly. G17. G17-Gly BY CFTP &1 ), MivkL: 38 & 80 -AE/ET Bk
SR EE .

[0017]  HIE A TR, BT LB RN & AR 77757 A B -PG B g BBk, (H 305
PR 2. FFAEPTATAE B hPG 3L R #7842 3 4 F T RNEUE R 1t 45 5 hPG I B e
BEPUARI = A, 0N SCArR, AR50 hPG 2 BEIUAR 2 Rt R (4 KEA AR
Hihz® (DL Singh WO008/076454) FUX LT hPG [ C dmfe o MR AR MK ( W i
Hollande WO 07/135542)) AREE™AEHT —hPG HICFETIE. (HAZ, G ALE hPG 31 A KN,
TRl DLAR AR R A A hPG R TS R PR R R N 3wl C s P A AR A AA
HIE NI, A DB 5 e 31 R T PG P FIERA I — BT PR R 45 6 PG AN
A Hopth B KRR o A . 5 W R R HAR Y (640 61T, G34 A
CTFP) BA LR FHI MRS ™ A T AMELE & hPG, i A 455 hPG 1w FEduiE .
[0018]  HRiE AHATAE B hPG 4 F AR X HUE ™ A T B yd k. 7 A BA R T
hPG N 3 X 32 1 5 21 () B P L 3RA3 AT / BR55 hPG N i [X ek 45 25 1) B0 50 B BT —PG HUARAE A 3¢
RN “N st —hPG $odFBEPUA”. AT LA R EE H T 3843 N imbt -PG SR yd BEHUAAR R S
J B EAR TR B PR 30 R X0 R T hPG AR JE 1 % 14 :SWKPRSQQPDAPLG (SEQ 1D NO :25) . AI T
AT N Ui b —PG B S R BT )AL e i 007 ) M S 0 R AR T 3R 1A FNSE 611358 40
[0019] A HEAXRLT hPG C i X I F FI [ R PTEIRAG N / B A hPG C v X Ik B
i B A PG HURAE AR SC AR FR A« C it —hPG B v B 4044, W DL SR A 22 F T3k 43 Cimbt PG
B o B PO AR 1 S 0% IR ) LA TR 91 PR B IR XN B2 T hPG 5% 2 55 22 80 :QGPWLEEEEEAYGWMDFG
RRSAEDEN(SEQ ID NO :27) o F-T3R43 C ¥mbt —PG B 5 B A4 (1) 605 i I 07 9] 1 4 2 IR
IR T2 1B FISZHEH 545 .

[0020]  XfT 2L H] Xk, Ay AR BX hPG HA &R F1 09T -hPG By fEHuAR . X T H L
8, QR YT A, Ay EBAR B 2 /D29 100nM (2B A1 77, BAA AT DAAy BB45 21 B A 5 SR A 7
A4, 451 4 % /D £ 90nM. 80nM. 70nM. 60nM. 50nM. 40nM. 30nM. 25nM. 20nM. 15nM. 10nM. 7nM. 6nM.
5nM. 4nM. 3nM. 2nM. InM. 0. 1nM.0. 01nM B EE 5 B &SR A 77 AR SCAF 9 2 P B AR 7= 41
PEBU PG Hiag BRI R A 10°F 10 "M [YER AsEf 7 (L& e6) . HALHES
Jr 7 BB 1) H AR S A B2 A0 7740 PG 53 FEBUAR AT LAAS Zy i X B8 e 8, B0 FH 22 Fh o
& HANRSEX (CDR) %)) Al 48 B 8% VAl AR08 VP 51 Je AR SC TR T ok r= AR Bk

7
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T AT DA ARSI 2 S ECAR SC R 4 AR AT = B AR 3T -PG 5 v FE AR I 77, 441
1 ELTSA . 55 58 B #4% (1TC)  BIAcore B JGAmARIIE o

[0021]  hPG s&AHXT /N2 IR, K ANy 80 Ma Bl . FIUH LUAHX B A 7 (il an &b
29 10nM) 45 A hPG BIAE S B SR HURERR T3 PC 5 E R — B AME 5 RISEAE
A AH ELAE A BE 77, AT #0131 CRC 41 B A3 9 o 1B, FRAE AR I, FEAE AT B -PG SR B 4
PEHE R AIPER) (BD, FRAERT A 454 PG B 5 b FESUAHL TR BN ) F A MG 5 RIBOETE) -
SERR B, WO AR SR A R R VEAN TS, HE AR B, — S8BT PG BT RE HUAK EAR XS PG
BN R AR SR 7, ABAN TR PG A5l , 31 T SCSR T3 43 A IR, Bt —hPG MAB14 DA
2 6pM 1] Ky 455 hPG, (AN CRC A A K s REFPESS A hPG [ FE ARl PR s v b
TUAR T2 W B 59, 1 5 PG R EEHT —hPG 8 50 BBt Hod & T8 97 CRC K697 M A
[0022]  ZARSCHTAIRG “ FR AT -hPG BB TE B PR ” IR B 5 on B Bk, 5 ARRE Pk
T A AL TR R HERE SR B, P AR BT —hPG B T R B A A B A IR B TP S CRC 4H Y
HE MG L RErED> . H TR RS -hPG BBk s Al hPG f5E 7111 A
WA T T SCRMAERF 2 o BEARTIURAE LI 2 oh BoR shoRIyEPE (I nys4n e s B
Guil bW D 4096.30%6.20% 15 % B A 10% ) P —hPG RSkt iR iR yT
aR AL, AHA A AE I 5E H 2 s AT S A e 2 B D 22 /0 2 50 %6 IR AL BT —hPG 5 v FE S AAAE
1697 CRC WL HAH .

[0023]  [KItL, £E—SE5LE 77 S, BT -PG B e BE P 2 A A PEST -PG R sl R AR . CLARN,
Pt PG B S FEHUAF R PG BIBE TIAS B R AL PR o A0S 350 43 B s 8], N s A C g
Pt PG PUEER R A PAE M. Rk, /E— e85 25, AR -PG B v FE TR N i
AU, 78 HoAth SEi 77 22 7, F1 PG BT R AR 2 C o Al PEHAA .

[0024]  FRALE N Bow, RUFAEET G ] — G )% J5 = AL, N 3t —PG 53 b B At I F HE A 40
S MRIMZRAL. C ¥t —hPG 5 vl B HUAR R A A2 XA . KT 4 T 6 8 F 9
FRft 7 IS TN A BRIAHE N SPOT LA %8 58 7 il 14 N sl C 3wt —hPG B SE R 3k 4 & R
£ o

[0025]  fE—UESLifa 77 S5, Pt ~hPG B g FEHUA L & A5 0 BT hPG N il o L IR
FIRAL . AEBARSLIETT S, N umdt —hPG 5 og FEFUA LS G5 hPG kAE 10 % 14 (SEQ
ID NO :28) . hPG %% 9 % 14 (SEQ ID NO :29) . hPG f¥%%HE 4 % 10 (SEQ ID NO :30) . hPG
5% L 2 2 10 (SEQ ID NO :31) BX hPG FJ%%FE 2 £ 14 (SEQ 1D NO :32) fJFRAL.

[0026]  fE—LL50jE T S, 1 —hPG B PR HUAR LS G & X BT hPG  C I XA 43 &
BT IR AEHARSEHETT Z, Cimdl -hPG R IUAL A& hPG [MFRE 71 &
74 (SEQ ID NO :33) .hPG HI%%3E 69 % 73(SEQ ID NO :34) JhPG 5% % 76 % 80 (SEQ 1D NO :
35) BR hPG fFRE 67 £ 74 (SEQ 1D NO :36) HIFEAL,

[0027]  FIUHH AT DAL #0460 R F9R A7 BT —hPG B s B 44 (1955 LAY CDR AT/ B Vy
VISR = A B BB —hPG B TR SR B0, WiEk 9 TR, R PEST —hPG B EFE BT
Y& MAb 5 FIMAb 6 &G ARSI AR THE S ViEEP A X PR HUART V., COR 2
PR AR/ BAE L VTR IX BRI Vo CDR 2 Rl & 3T -hPG B g ik, 1
Ut B 2 BT Re A A B B AR S, IX P A AT DAZE L VB R MAD 5 [ CDR 11 2 (4>
WAV, CDRL.5 F1V, CDR2.5) A MAb 6 [ CDR 3 (V,CDR3. 6) , /£ H: V5% 9452 MAb 6 [1J CDR
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1 (V, CDRL.6) % MAb 5[] CDR 2 11 3( 43519 V, CDR2. 5 F1 V, CDR3.5) .

[0028] L% 52 T JLRIGT hPG BLAT e AR AN 27 R AE AR AU 5 o B o B 4T B3 8
JEPERIHT -hPG 5 3d FE P4, HLAE— %50 T 58 T B89 CDR 895 71, ‘EATTR Vgl v RERY
JE3, F /B T AJEA T VRl Vv BER T8 IR T TURh 28 5808 o R B TEIR S
o3 SR PRGN HER T T IR SR ) PE A —hPG B B BUAK, DA T AR SC TR £ R £
AT BT -hPG g RERUE (BIE S HE PR TSRS PC MR ESUE ) A Bk
ST

[0029]  ARAFHIH -hPG B g EIUA OS5 5% Ht -hPG By BRI TE S 455 hPG it
o ZEP -hPG B IgEHURTT DLE AR SCHTIR T ~hPG B S R TR o BT — Pl BRI M s
BIFE AL EARSCHTIAR = AV, COR A=A Vy COR [HuAE & BA AR AR T
(1) VRERT V BEMI A s & AR SO BN TR B RE AR BE 2 BRI HUAA 5 R AR ST A I 2%
SEIRE R AT — Rl AR B s B ARSCRT AFFI hPG A R AL 45 & bk

[0030]  ARSCHTIAHT PG H v FEHUATT DL S K Pl 2 S8R BEUA X R PUA k£
PEZES PG B B (AFREATIR T Fab.Fab' | (Fab' ), Fv fil scFv) . & 4%& (surrobody)
(RSB AR ) g M PR . AL TUA  I&TEYRLL (camelized) FUIRZTE R
EATERT LUE T BT A BT AT R R Y, 0454140 TgA (0 TgAl B 1gA2) \1gD- IgE. 1gG (4
Wi TGl 1gG2. 1gG3 B 1gG4) B TgMo FE—YUsLjE T =, it -PG Puidk & TgG (i 1gG1.
1gG2. 1gG3 BY 1gG4) .

[0031] 1 PG HrgFEPiian] LEA ANBEEA KN . JEARIEIIPT -PG Sk py s . F5H
ANBR T WAL B RIE (g de w3 LA ) BIIIRLE . i AJEARE N AT
HBIT 4T PG B TE R HiAA .

[0032]  ‘A—T5 M, AR A IRMEREW H K= AR PG BT AL IR . $RM4ER D AR ST
AP ~hPG TR BRI S 2Rk i (R BEAN BB 2 IR IR S B i R Ak . ek, AR
SCHRAE I B ARL Ab 1 JRAZ RN L% 1 32 40, DA BRI i Sk R IR B —hPG B TR B A
MR ERE 2R EZ (B ) 16 R 40, ICRIL R RIL R H i 3,
FERG AR SCITIAR B g B PR 43 b N RS 551205 - 40 ML i85 9= 2 P 1078 40 . 78— SE s 77 5
B, T UM Z A . ISR A B FR 1A AN Mk AE ST -hPG SR SRR ik .
[0033]  ARANPESL PG B FESUE (idT —hPG BrakESUE ) 454 PG FERAWKE PG 115
5 R 3B CRC I 4t i o PG 5 3 BRI RO o PRI, ISR AT CRC 40 R PG 155
1) L 1 77 925, LB FEHTI 40 M -4k F i 40 MR 28 LA/ BORBE AN M3 e . 8, 715
5 DA CRC 4B AR PPEk 2 Fh PG 75 R RLE A R E AT CRC 41 i 5 H oA 4T PG HR
SLRE PR ik, BT AE LR AR R R T MRS PG Bod SR . A LB X &4 CRC 401
ARG (Hon] DU 4 Muds s2 sz & ) it A A Al YRS —hPG B s R B kR AE AR S iR A
AT T

[0034]  ARSCHTIR FRANPEST PG B 5a BEHT A CRC Jity8d 48 i A 48t PG IR 3 B, IX A A1)
R TR IT 45 W B A FYRIT R BRI, Ie 3R a8 A A3 PG s R HUIA I 2
MAEY, KA FFIVEST PG B IERESUAR / B G HIRIGTT CRC 515 2 A
Al AR TR BT E RS 2w CBREE s B 46 K NEE kR ES ), HiaEiga s
HURIPEST —hPG 5 b B BRI A T A B2 10t A 77 SR — s 22 Fim] FH 38044 RO 71 FH /
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BRI, H AT DA SR A8 K B PR 343 h g — A0 R B HA AT e e 43 o 0 TYR T g, m]
PAVME T3 FH 19 S R = B2 A9

[0035]  VAYT 77 i AR X R ENAIT A2 (BIaiS W B AT CRC Y323 ) it F 0T
FRULGYT a A H A E R A ST PG B IERESUAR / BULZH EY) . T SCHE VR
ARG TT w0 AL E4E CRC IR B 03, ] ek 15 BY4 L CRC ()33 @ L FEAIK CRC 7™ 5 52 4117
CRC JH88 i A KB CRC 41 i X 345 97> CRC Jidg i) /NI / BRBEAR CRC 3 R i PG 1LY
Ko B2 AT Lo NBEE N, SRR FE8h Y (Bt ) 2R 5 ) BEER SRS . ik
i, 1 PG B TR U ST BTG IT BI AR PG R R T, X N B3 HEFH BT —hPG $i4A, X6k
BE BT - M) PG HUARSE . fEHPT -hPG By BE Uy T B 32 R_ 38 7T LU &b T 2wt i
(RAT B M B B (46140 CRC BB 04 T, 1. T11 B IV) (3552 1 CRC YT (k2297 1.
AT FARTIBR ) 1B E B IEAE 2 HoAth CRC AR R S

[0036]  ASCHTIATT -PG B ydFE AR IT ] LAS Hoft 7 b4 & B B HoAthy 7% . HoAth CRC
IV HE BR 1 1 S2 A5 A SC AT IR 22 T VIR TT BT i AR YIRS T vk . A8 Bk
SE R, 4T ~hPG e BESUAR SAL T RIS R . 755 — BARSEB o, 1 -hPG 5 BE S SH
BIFARIIBRIEH . Pt PG B sg FEduidad n] DA el A0 H

[0037]  EA CRC i (A d i HoA 42 s A 2R PG ZKSF (4l anAE LB BRI ) o
I, 72 W CRC, Al LARHL —hPG 8 v FEFUAAR KA I PG 7K1 DRI, 72 &2l 4 CRC
) 23 H, A] LA T —hPG B S R AR SR IE FRE T 32 Bt PG I7 VA B 3263 BB VG T 2h
o ARSI o~ FF, 785203 Fi2 W 45 i EL s 1 77 5 A dE 1 e AR A FF B HT -hPG 5 g
PRI E Rk B 323838 R (a0 M gRE S BB A ) PRI E RN EL T & T
K. fEHARSL T 22, iZBE KT & 50pM. 7F — B8 st 77 22 vh, 8 H I Rl PG it
s, — P PG IS C i X8, 53— MR A PG (%) N o X I8 7R BLSR T 2 9, N ImEK C ¥
PR — R B = FH R A SO R L PG B EREfUAR . L, fEH N 3wl C ¥t —PG T
FEfiik. JuiEmBLE (HIEFAZ) FAER.

[0038] A1 MINYEYT ThA, n] LA I PL AR AN [RII [A) R AR R RE PG (&, Bt PG iR
o B PO AR SR 58 Sk 1 T4 52 B AE AR 3252 CRC VAT 32 I RE S P Rl B I R KT &
BER ) PR . /T — Bt i3t PG iidk ny Bk s 77 St m] LA T il 5E

[0039]  RGLE A H T 3T A SCHTAR 2 Fiis Wi 75 v I 0 77 VA A HAh 77 VA Rl & . iX
AR SO TR B AR ST L -PC Hog B, Bl A S dE A T AT BRI 1
HAh Bt -PG Fiia M / Bk AE-—Les2i T £, A r R AR L (R brida s T
A& — P P PG Ak . AEHARSKHE T 2, W& SR 4 & PG [N i
X IR 3T PG FLih R R LS A PG 1Y C o X AR APt -PG Hudk, Bl a5 id & AT
TN E B GR], o N o e R U 2 AR SCHTIA N smdit PG S g FEBUAMT / B C vk
PEBUAR AR SCHTIA C s -PG BgFEdiig.

[0040]  ASCHTIAR 2 Bk B AR AE A 3 AN 7 91 1 S5t 77 22 1 LA T TR R A A2 15 B
[0041] 8. Fff K&k

[0042] K& 1 $2finl B WA 6 B 2= S HE 634.634-Gly G17.G17-Gly F1 C ¥l 3 ik
CTFP [HIHT B WA 2 N L= & 2L 7 71
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[0043]  [&] 2 $RME LA T /- 1 BR BT —hPG 5 v BRI VNV BE I 22 IR P B UGS B 1K) 22 4%
HIRTH 51 -hPG MAb 3(SEQ 1D NO 16.12.17 F 13, $% tHBLEINT ) (Bl 2A.2B) Bt ~hPG
MAb 4 (SEQ ID NO 18.14.19 A1 15, # HILAINGF ) ( & 2C.2D) .4 ~hPG MAb 8(SEQ ID NO
67.59.71 M1 63, # HILRITF ) (B 2E.2F) 4% ~hPG Mab 13 (SEQ ID N068.60.72 F1 64, #%
HIEIIEFE ) (B 26.2H) JPt -hPG MAb 16 (SEQ ID NO 69.61.73 Fl 65, # HELHIT - ) (&
21.2]) Fi#i —-hPG MAb 19 (SEQ ID NO 70.62.74 F1 66, #% HILRIT ) ( & 2K.2L) , Hohff
SHBERI = CDR FRIZR.

[0044]  [&] 3A-C R ALK, Bon il PR Pt -hPG B IEFEFTIE MAb 1-4 (18] 3A) . MAb 5-14
1 20-23 (B 3B) J MAb 3 A1 15-19 (& 3C) 7EHTIE PRI L T BIFEAT &5 G257 (&
9 492nm WOGEE ) o

[0045]  [&] 4 $RALEIR, o TTRAS R )-8 PR3t —hPG B 5 FEHUARAE 280nm A1 330nm T
MO (JEEE) 2 W, 54 IiE A& A A SR (BEEBA) .

[0046] ] B5A-CHRfEEIFR, WoR 23 PAS [ I 7~ 491 P SR AT —hPG 8wl FE B4R 5 25 B 50ng hPG
(K454, 5T B (FHPEXTIE ) .250ng KLH(FHPEXTIE ) FIfTAE B B R FL R A Ak
(50 FI 250ng ] CTFP.G17 BY G17-Gly (7 #RA“G-Gly”)) HELE. &l 5A T/ $i —hPG
MAb 1-4 (%454, € 5B Ton$t —hPG MAb 5-14 Fll 21-23 (K454, ¥ 5C &x$i —hPG MAb 3 il
15-20 45 & -

[0047]  [&] 6 fRfit &K, WonZ v N sm$il ~hPG HUARLEATIE M4 -hPG MAD3 WK JE R 5 hPG
IO

[0048] & 7 fRfLIEIER, Bon ™ FHHL —hPG 5 va B Fid4 ab BR AR 1 CRC 41 i 2 38 7
R 7RG EST —hPG B TEREFTAA MAb 3 F1 MAb 4 (433 A TALTBL7C, S AbF 45 3R i vl &
M2 B AR T B ab B GG/ (T0) 484k ) Bt -hPG 2 wafEdiigk (57 8Kl 7D.TE.TF,
27 b 3 25 TR ()3 A B A B A N T B AR AL IR AR ZRIE (T0) BYAE4k ) L3R ) s SWAS0.
HCT-116. LS174T ; Fi¥% —~hPG MAb 5 & MAb 23 AbFE[¥) CRC 40l 2 SW620 [HifsE (1§ 76, {E
it R A &b 2 1 248 10 5 B 1 4 Bl SR R AL ER A SR AR T AL ER R GBI (TO) F9E (1)
HL -hPG ZbFRAZ0 M ) s FHHT —hPGMAb 8.13.14.16 F1 19 AbFR (¥ LS174T 403858 (& 7H,
Y SR oxot HEFro 4 b 22 1 40 i 1 25 B B0 A B2 s b B 485 SR AR DGR T Ab B R GBI (TO) FRITE )
BT —hPG AL FR 40 ) s S FHT —hPG B vifEHiik MAb 8.13.14.16.19 ALFRAY HCT-116 412
(3 5E (B 7T, 1 it RE ST ab 28 40 B i 3 B 1915 43 B B s b BR 45 RN AE 6 T Ab B 4G
i (T0) FITE RO —hPG ALFE 4N ) o

[0049] & 8 R ALK R, B/ RE B w [ 48 . Pt —hPG MAb 8 (5 1 g/mL) . hPG Tl &
HT -hPG MAb 8. hPG Tl & AT HEBTAAE hPG Bl 4 FhAbFR 5 48 /NI Y LS174T ¥E 4N EL
H.

[0050] &9 fRfitElER, Bon SXFRE 2 v FEHUAA L, Pt —hPG Fidd b2 1)/ bR A 4 R /)
ROE R E (B 9A) KPR K B A (B 9B) .

[0051] 9. /MM SETE 77 SR 1Fk

[0052] 9.1 KEVEA

[0053] e AAGHT BilbER (PC) SxhBilbaw (IR E RS WM mIKEER) BEis. BilbR
PAATAE E BT BRI 2 AR PR GL7. 634 HEA BB KK 617 HEBEIE K1) G34)

11




CN 104628857 A w Bf B 7/56 T

. WE 1. BWxmERNRwmS 101 NMERK WA B e E. B UEER 21 M
FERRRAERE T (B 1 RRIZ ), 74 80 MEAEMRIIML PG SEQ 1D NO :20 H42fE A
PG (hPG) 1) T fift AR Z BRI Wl 1 H s, A L2 80 45 hPG (2 AL Mk Ak , A5
I SR AR L 1 A7 H B AR BIRT 40 DNZIERR AP BIFR A “N I 7, 1 I 7E AR AL 41
£ 80 WHIFFFIFR N “C i

[0054]  EUTHIWFF B, CRC B Al B I &K FF & . IEWAEEZSE TN, B ER Y
NESA MR AR] 10% . 7E45 17 B, MR e 20 23 A (R T B Wb 37K E R
AR T B W R AR BRI RIS B R =W A T4 T, — Tk &R CRC &
5 0] BEEE A LU R 2 TR LY AT B W KR, H B MR T 2 1 TR B X P E R
(Siddheshwar %, 2001, Gut 48 :47-52) o 7 BTl A CRC [IHEI 52 5 80—100 %6 HUAE & B 7~
FRE PG /K. DL Ciccotosto 25,1995, Gastroenterology109 :1142-1153 ;Baldwin
&:,1998, Gut 42 :581-584 ;Van Solinge, 1993, Gastroenterology 104 :1099-1107. @it
SEIS - PUESE T PG 7E CRC IMEHT, X SE50 o, 5 B AR AN R BRR IR B e b B I 2= 1
/INBRAR L, FHEUE A EAE A e BB RIEEA A PG I/ NRAEE T A BE T L5
B ) 5 b gs kb B A (Singh 25 2000, Gastroenterologyl19 :162-171) .

[0055]  fifT, Hollande 55 0o, Bl B WA 2 Wi I ICAT (B - K& E /Tef4 {5 5 KIBUK
R ) KAl B - BE A /Tef4 &%, HFEBRT B R S ECICAT B KERIE. UL WO
2007/135542, BEIRIFAE B L2 MR TR S, (H A, HT B9 N ICAT Rk, FEBT AT
B EE S RITE B - BER /Tef4 5 FAIMERIMG . /A8 = FRaE K PG 19155
RGBT » 40 Mo 38 GE 22 301, FF ok i a4k A/ sRgn st (BHEET) .

[0056]  EIRAFAEXTIGIT MIZWT CRC BT () llm PRI 42 PG A4 CRC Jir g 24 e 164 51 ) E 448 1)
T, BN RE YR T BROR B T T B SRR BUARY TR, I A Nk, WA AT AT HRGE s AT AT
BT P B B 08 BEL T AR PG i e 40 B 3 5, B R A5 PG CUE I Pk (A SCE IR
SI) MELAH . VEANE— D, FiEAKIL, EAARTEWER (AR 42wk
Pt -hPG Pidg ) AR BEAEIA /IS R A1 15 5 B SO B S0 IR 1 A . TR, A7 o AN PG
(I B 1D B 28 Jir R 7= AR 0 IT 7 A 25 T A S o) HoAth 15 98 2 S IR = s e I Priodd . B & e
PR SO 7 AR A A DU R IR B PR, 1 R I 5 R B 45 A AN BE IR A TN B S A AN B N 45
4 PG UEE 7. WITN SR S AL TR, VF 2 20 S8R R AR B bR A T s
JE ) PG PUE IR, (HRBESS & PGo AN FFIRMEPL -hPG B e PR, X B R HUE AN &
B P A AR PUEK, R R ELS A hPG. AR A N Er i, FIHURRE TN T ER
INTTIER (B140 G34.G34-G1ly G17.G17-Gly CTFP) XJ hPG =i B4 57t B B4 S P fidAc, i 40 IR
FE— B 15 B0 T 3R AE hPG RRA, 1 2 A8 — P B 2 Pl B Wb 2= T 35 A I 2 R e 51 X
. MAk, B4 N ETHE I, BEAR hPG [ RSTAEXT /Iy (80 ANa R ) , (HIFFEFTA $iL —hPG
BoygbEdUE (2% hPC Bos s JE SR A AUEE PR IR ES ) # A e AW 20 e
[0057] T -hPG H g FEHUIA

[0058]  HRE NI 1 T 4$t -hPG BrdEHUARIRIUR . T EAR A FF KB -hP6
FUR T IR & A LT 2 IR 88 2 (IR 30 (0 H 2088 LK B Ak (1) B Wb 22 B CTFP) o
(R AT A AR P BLE S LT hPG I IR 25 . fE— sz =, &
XA X BT hPG N i XS 25 1R 7 51 B IR H0 7 AE 40 —hPG B v R HAA, Hdw 44 9 N i
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Pt -hPG HyE AR . AT LA R T 3R45 N st —PG B vd FEHUAA (1) % 5t i EAR 7 4
PEBU R X BT 58236 7 FUS B hPG 5L IE 1 2 14 (SWKPRSQQPDAPLG (SEQ 1D NO :25)) o
7E HA SEHE 77 28 7, F XS HA X BT hPG C i X 3R 2 B e e 51 B IR B J5 7 AR 470 —hPG H o
FEfUAE, Fram a8 C imdt —hPG B yEfES TR . P RLASRIGE A T-3/48 C imdt PG HE i ik
(1 S % J 1K) ELAA 73 A8 1 0 D DX 0of 2 T 542 3k P B IR 1) hPG 5% 55 %2 80 (SEQ ID NO -
27) . W& 1.

[0059]  AAFFHIPL -PG BT EPUALS & PG, H TN E B S 9 5 PG, IEAN,
AAFFRIPT PG B LSRR IE & T 45 1 B G T A/ BUSHiR A . 75 2 Ph el i
TFES, BL-hPG BT REPUE : (1) Fr R PE4E & PG A & HoAh B IR ZE R 724 5 (2) Xt hPG A
H RT3 (3) FEARANA P 30151 25 i L e 40 B R B 5 (4) AEA4 PR IR/ I8 i ieg RO i g
HE 5 (5) S HAh B W R EFATERE B SV R PG.

[0060]  FRIK B W AR, H 2T, LR IEFERESTREAEAN LM EA Y.
Fy— 77 AR R A F MG P iE AR B IR . AR FESUE S 5 A T
B R MARATE B B R LR HARIL . R, 3T -hPG B duikre m g Gk B A
MHARSH Y R ET B W2, AL A HAR B W R EE Y, EAR T HEREK N B ER
BB AL B WA ZR B C sm MK (CTFP) .

[0061] A LA#% DL~ A ELISA e $Ht —hPG FEogE Pk ife mit. AHEA— P Z N EY
WSE R (40 25 F 50ng A A PG, S 50 Fil 250ngCTFP B HAh B 1A Z A7 48 1 2 K]
) WL 2 b SRV (PBS) £E A°Cid 0 & 96 FLAR, 2R fa Ui iAW (PBS A1 0. 1%
Tween—20) FeidkfL =%, SR G REFLA 100 w L 3B VA (PBS.0. 1% Tween—20.0. 1% 2} Il (1
H AR E KEY) ) 1E22°CIFE 2 /0o BPE, PeidfL =3 INANFRRIE I duids (It
A ) o HEEAALHINA 100 0 L & HAST4A (0.3 % Ing/mL) 1) PBS A1 0. 1% Tween—20.,
SRIGAE 22°CHFE & AR 2 /NN, SR )5 FEBR MU AR VAW, ARSI AP IR (3X 100 w LPFREIE,
W ESCHR ) B BN AE S hUE (S BRI A B R L =E ST - /MR 16 (Fe) Bt
1) WE B .. HE ZPUERE 1/ )G, rEAFLHINA 100 w L ERYER (1 Fast
OPD BLAR 2K ik —#h 1%, Al M Sigma—Aldrich Co. R1%, 4% KB ULEHECH] ) , Ff7E 22°C B
I E 20 or%h. I 50 u L AN BRER SR A 1L N, HOEIEAE 492nm W ESEETE (0.D.) K
W ENRIRE . RS S EPUR NS — G JtiEr = g, s2ie—Am
By HBBEAT , H5 OD I & 25 S NP SR B R BV E ] SRS hPG (1 & 0. D. 7E 0.2 1 1.5
Z [8), H ] CTFP BT &= HoAh B b R IERTERAFAR T E RS EBERGE S, W
MRAFUEE % PG R, Ho B Soe R BAEE PBS B0 BRALIK M5 5 .

[0062]  KINA AT JLAHT —hPG B v TR & BERr o AE—SESEHt 7T R, 5 HoAh B ild
ZAERFYIAE L, Bt -hPG BB R GRS AT B W R Ton 100 SRR /R TT %
i, HmEZ 100 FHPUE (FnH A REKK BRI B R ) K EE5EPR 2
EIRERV N = E O v I e

[0063]  FH-T-I5E &5 6 (1) oAt 77 VA A5 AR AN PR T Gz 2 ol B K S ) R BT 58 (ELTSA) <
TS W 5 bR ] 19 S 9% ) 2 (RIA) | 92 .0 v ELISA (Monoclonal Antibody Experiment
Manual (Kodansha Scientific H A, 1987) ;Second Series Biochemical Experiment
Course, 3¢ 5 %, Immunobiochemistry Research Method, Tokyo Kagaku Dojin H it

13



CN 104628857 A w Bf B 9/56 7

(1986)) .

[0064]  YAIT R ANSI H &3 A5 AR BN PG B mE M 1 99T —hPG B v e Hifk . X T
SELCH i, IR YT g, BARAY BB RIE /DY) 100nM fSEA 7, (B A] LAAS 45 3 H A T g
A7 B4, 1 B0 2 2> 29 90nM., 80nM., 70nM. 60nM. 50nM. 40nM. 30nM. 25nM. 20nM. 15nM. 10nM.
7nM. 6nM. 5nM. 4nM. 3nM. 2nM. 1nM.0. 1nM.0. 01nM. 10pM. 1pM B 5 %8 B S RSB Al Fy . AE— s
JitE T S, B TR B PUAAR LAZ) 1pM B4 100nM (Y8 [l A 57 A 0 B B AT E 2 1) /9 515 R0 7
K5 545 5 hPG.,

[0065]  T] DAFH A AU A S SR SCHTIA I AU 2 5T -hPG R SEFE ST hPG SR F 7, 41
WHUEAFR T ELTSA. 253835 52 B #0k (ITC) . BIAcore. Proteon B¢ e IRARINE .

[0066]  fFHIZKE hPG N iwER C v X IR A UE, 7] B A2 1503 hPG BIASRIZR A I duik. B
S RS TR (IR A B T Ak = AR pu ik i B AR B, Bl LB R A 2 s R
A1, IR Z R R SPOT 23 #fr ( WL R SCSRHEH 4 ) o a0, R A E AL IR, $L -hPG MAb 2
MIMAb 4 255 AHRIIZEAL s 5T —hPG MAb | FIMAb 2 454 KBUHF KR A, MAb 17 MAb 18,
MAb 19 I MAb 20 454 REUMHFIMIES sMAb 15 I MAb 16 454 KRBV FIRIE AL 31 —hPG
MAb 5.MAb 6.MAb 7.MAb 9 I MAb 12 &GRS, H5¥H1 -hPG MAb 10 455 KEUHF
[K1Z2 57 BT —~hPG MAb 11 AT MAb 14 454 KEUHE R R AL

[0067] AT LA AL HTdk 56 4 MR I 52 S I 5E 1 —hPG 5 5e FEFuAR »2 153 1R A Rr g R A, Horp
SENREEGNRMAECI. /£ iEr 9, 31 -hPe B Eiiie 5 S H ik w
G, GBS HHELE G EAXNMNT hPG N i X I I 2 5 7y FI R . £ BARSKiE T 2,
Pt -hPG B IEEIUE S S TR T, LS PR A6 5 hPG [F5R 5 10 2 14 (SEQ 1D NO :
28) \hPG (%% 3L 9 & 14 (SEQ 1D NO :29) \hPG [%% 3L 4 & 10 (SEQ 1D NO :30) JhPG 5% 2
% 10(SEQ 1D NO :31) ¥ hPG {5k 3E 2 2 14 (SEQ 1D NO :32) HIRAi. 7E—LsLi iy EH,
Pt -hPC L IEfEHUE S S PR TR S HTUELE G RAX BT hPG C v X I 1) 2 1 7
FIRA o FEHARSEIETT 59, It -hPC B fEdiik 5 S wS, ZSFHERE 505
hPG ff15%5E 71 2 74 (SEQ 1D NO :33) . hPG H%%3E 69 % 73 (SEQ 1D NO :34) . hPG 5% 76
% 80 (SEQ ID NO :35) B hPG f5%E 67 2 74 (SEQ 1D NO :36) HIFRAL.

[0068]  Hi PG BT UAAT] LLE ARV . BARIEAE BAEZ IR TEATEAEE IS, (HIL A
HFIPEST —hPG 5 0d BE P A i@ 255 PG ORFAW B 611 5 B — AN B AME 5 KT A A
FHEAE FH B BE 170 1K %5 T 410111 5 B B e 98 40 B o 75 DU)H- 5 08 4 L 92D O 400 i A R 4
MIBFE TG S T, 78— SsKiir Z i, FoMPEST -PG B g RIS & hPG 1) N g [X
o ARSI R T, AR PG B VLR IA S ST -hPG MAb 1. MAb 2. MAb 3.MAb 4.
MAb 15.MAb 16.MAb 17.MAb 18.MAb 19 BY MAb 20 354454 PG. 8 HAhsLiE 75 &, dhfn
PEPU PG BB HUAALE A hPG [ C i X 4. 75 EARSEHETT R, IR -PG 5 B fifk
5457 -hPG MAb 5. MAb 6.MAb 7.MAb 8.MAb 9.MAb 10.MAb 11.MAb 12.MAb 13.MAb 21.
MAb 22 BE MAb 23 554454 PG,

[0069]  HESEPT PG B TE R HUAK AL T e AP AT PE BUAA i ELAR I AT L% LN 3R 4T o 5 SCsE
a5 7 F T, 5 CRC LS174T 40344 50, 000 4B / FLIERILE 6 FLIR T . SR 5 Seitif] 7
ik AT PG 5 b [ HUAA SO0 RE R T R0 44 DA 12 /NS 1) 1) B AL 22 40 i 48 /N, 47t
PRU P NY) 5w g/mLe 3 XUE Mann—-Whitney #5 (p << 0. 05 N AHZE BT E ), 5 HX

14
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R AR e PR AR AL R A 40 e 0 8 E A BE, G SR A DU SR AR FR A CRC i 41 B RO KL H s A7
TR goit bR R 220 10 %, WERHI SR E SOYAE LI E Hhog AT PR
XPALERIHFFGRIS PRy T0) B4 M2 B A IE 40 i

[0070]  WIASCFE A, Budk (Ab) 484%F 145 & HAR ST R B0 BARSU R F0% SR 1) 4%
BREE DT, HAHE 2 ol 5 B | 10 A% oo A DAl 7 B U i ST 30, AR E AR
Tiwa Uik NIRRT 3R S5 & R B A45# I Fab’ (F(ab’ ), Fab.Fv.rIgG
Fl scFv JrBte 7EZ PP 7 25, It -hPG B SL PR Bk & s e 2 X i A B 7. 15
—BeSEE T7 S, EE X 1% 1 TeA (4l TgAl B TgA2) | TgD. TgE. TgG (#40 TgG1. TgG2.
1gG3 B 1gG4) Al IgM f[RIFPAL,

[0071]  ARSCHT I BIARTE “ B sl B HiAR 7 ANBR Tl i 2% A8 HoR ™ AR B Pidds o it A 4k
AR O AT EFEAEA TR (AR TR B SRR R ) TR E g,
A LA AU AN 2 R R (B8 A 2R AR R | E A B AR TR A4 e AR B R B 4
&) Hl&HTARAIFR R EETUE . LA NI E HiE (B3 -hPG B g FEHURAE A K
m A4 Y S AR AN I N 5 ) rh, BT DL BB A i S Pk R KSR (primatized)
il IR SR B B d4

[0072]  RiE “scFv” 5885 Fy fiddk, Foroii ok B A& Guii ik o S B AUR B 1 m] AR 45 My 800%
IR — ok

[0073]  $RZI“V,"FEHUR I SoyEBRE FI 5 (4% Fv.scFv B Fab [ EHE ) [ X . 42
RV R RIEERE AR EE (G Fv.scFv.dsFv B Fab BU%2%8E ) B9R] 48X, ik (Ab) Flfe
EEREE (Ig) 2 HAMFASMWEIERIREE A . JUiea BARER R 45 55 7 1%, s 3k
& B ARGV Z SEPRA VE R FAR U R 7 3 o RORGUA I ey Bk i (I8 2
PZAE R (L) BEAT 26 AH R B (H) BEZH B2 150, 000 38 /R B = M0 SRR B 2
ok B — I B AT ARSE ) (V) , BEJE 2 2 MEE IR, RSB — i E A A AR A
s (V) , 72 by — i FLAT 1H S S5 A48

[0074] A AFFIIHT -hPG B S FEFUARAL & FLAMRE X (CDR) o CDR HFR g 42 A B ] AR
SERIE R I R AR X o AT AR S5 A B S AR AT B BRI ZRIX (FR) o ARSI
N, BT UM SIS AN 22 Al S0 b PR & A2 X @ R IR AL E / 1 5] DIASF]
A AR A P () — e A B AT DA Rt s A2 A &, DR AT DAE — A B Al T A i e 47 B A
A2 XA, TAEAS A I — 2 AR T A IR e fr BAE AR X b XA E P — B At
AL T RE K R AR X o AR A TR LR IR S b s A B P A S B ik . RIRE &E
AR BER T AR AR A B TUAN FRIX, 1% FR X = ER A B - T8 %, it =4~ CDR %4,
% CDR JE IR EE:, BAE 251G 0L T TR B - T2 54 o RESFET Y CDR M Id FR X
ER B ORFRAE— S, JF 5ok B HARBERT CDR — &2 i 4 455 B0 A T R ( W, Kabat 25,
Sequences of Proteins of Immunological Interest(National Institute of Health,
Bethesda, Md. 1987)

[0075] 255 1 JLAAS hPG HA e e R SR AN ) B B A R4 B R i PR 4 —hPG 5
SLREHUAA, JXBEATTR CDR Jen] A2 s BE MR BEREAT I FP . SRR BE A B ] AR S5 My I AE AR
SCHRFR A mV MMV, B8 58X LAY B 5 B AR B 9 5, 8 4470 —hPG MAb 3 fmVy. 3 MImV,. 3.
Pt —hPG By BRI A = A Al A B CDR M= 7] 42 H5E CDR, 73 A #% A V; CDR1.2 BY 3

15
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HMIV,CDRI.2 B 3, B Ja Je 7B 470 —hPG B Se PR BRI 5 o 120 MAb 3 )V, CDRI FoR Ny
V, CDRL. 3,MAb 3 [] V, CDR1 7/~ V,CDRL. 3. 254t , A HE A4 ] A 45 My R Ar A S
FRA VT WV |, Bl 5 A2 060 B IR B 5 BE ST AR K 9 ' o

[0076]  fE—LLSLjE T &, £ X hPG (1) N i i 43 7= A2 B9 B —hPG B sig ik B A =ANm]
AFHEEE CDR A =Nn] A & & CDR, oA v, CDR1 3% H QSTVHSNGNTY ( “V, CDR 1.3”;SEQ 1D
NO :4) . QSLVHSSGVTY ( “V, CDR 1.4”;SEQ ID NO :10). QSLLDSDGKTY ( “V, CDR 1. 16" ;SEQ
ID NO :50) 1 SQHRTYT ( “V, CDR 1.19”;SEQ ID NO :51) ;V, CDR2 i%&H KVS( “V, CDR 2.3”
M“V, CDR 2.4”;SEQ ID NO:5).LVS( “V, CDR2.16”;SEQ ID NO :53) Al VKKDGSH( “V,
CDR 2.19”;SEQ ID NO:54) ;V, CDR3 # [ FQGSHVPFT( “V, CDR 3.3”:SEQ ID NO :6) .
SQSTHVPPT ( “V, CDR 3.4”;SEQ ID NO :11) .WQGTHSPYT ( “V, CDR3.16”:SEQ ID NO :57) Al
GVGDATKGQSVFV ( “V, CDR 3.19” ;SEQ ID NO :58) ;V, CDRI1 i%[H GYIFTSYW( “V, CDR 1.3”;
SEQ ID NO :1) .GYTFSSSW( “V, CDR 1.4”;SEQ ID NO :7) .GYTFTSYY ( “V, CDRI1. 16”;SEQ 1D
NO :39) 1 GYSITSDYA( “V, CDR 1.19”;SEQ ID NO :40) ;V, CDR2 i% [ FYPGNSDS( “V, CDR
2.3”:SEQ ID NO :2) \FLPGSGST ( “V, CDR 2.47”;SEQ ID NO :8) . INPSNGGT ( “V, CDR 2. 16”;
SEQ ID NO :43) F1 ISFSGYT( “V, CDR 2.19”;SEQ ID NO :44) ;V, CDR3 & [ TRRDSPQY ( “V,
CDR 3. 3”;SEQ ID NO :3) JATDGNYDWFAY ( “V, CDR3. 4”;SEQ ID NO :9) .TRGGYYPFDY ( “V, CDR
3.16” ;SEQ ID NO :47) A1 AREVNYGDSYHFDY ( “V, CDR 3. 19”;SEQ ID NO :48) . W% 1A,
[0077]  FE—HEsEHt 77 2, £F 0 hPG [ C sl 737 AL 4L —hPG B yd BE i iA HA = A 48
12 %E CDR A1 =ASn A8 4% CDR, HirP, V. CDR1 % [ KSLRHTKGITF (“V, CDR 1.8”;SEQ ID NO :
49) A1 QSLLDSDGKTY ( “V, CDR 1.13”:;SEQ ID NO :50) ;V, CDR2 ¥&F QMS( “V, CDR 2.8”;
SEQ ID NO :52) I LVS( “V, CDR 2.13”;SEQ ID NO :53) ;V, CDR3 i% H AQNLELPLT ( “V,
CDR 3.8”;SEQ ID NO :55) 1 WQGTHFPQT ( “V, CDR 3.13”;SEQ ID NO:56) ;V, CDRI %[
GETFTTYA ( “V, CDR 1.8”;SEQ ID NO :37) Hl GFIFSSYG( “V, CDR 1. 13”;SEQ ID NO :38) ;
V, CDR2 #% [ ISSGGTYT ( “Vy CDR 2.8”;SEQ ID NO :41) F1 INTFGDRT( “V, CDR 2. 13” ;SEQ
ID NO :42) ;V, CDR3 1% [ ATQGNYSLDF ( “V, CDR 3.8”;SEQ ID NO :45) FI1 ARGTGTY ( “V, CDR
3. 13”7 ;SEQ 1D NO :46) . .3 1B.

[0078]
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(68:0N A1 0OAS) 9T TAY (LS:ON AT OFS) IAASHIDOM 9T€9aD "A
(L8:ON a1 03S) q91 TAY (¢$*ON a1 Oas) SAT 9T'TdAD A
(S8:0N a1 OAS) €] AU | (SO'ON QI OAS) 91 TAW| (0S:ON a1 OAS) ALMODASATISO 91T HAD "A
(83:0N A1 OWFS) 39T HAY Ly ON d1 OAS) AQAdAADDUL  91°'€ HAD A
(98:0N A1 OES) q91 HAY (€r-oON a1 0as) IDONSINI  91'c 4ad A
(+8:0N a1 OES) BT HAY| (I9:ON AI OFAS) 91 "Aw | (65:0N A1 OIS) AASLALAD 9r1dad A | g1avin 946a6AL IN
OLEP-D
SIAVIA|  PVEVGEL N
(I1:0N a1 OAS) IddAHISOS Feadd A
&:ON a1 Oas) SAM  PFTHAD A
rT:ONal OFS) PIAU| (ST:ONAIOAS) +7AW| (OT:ON A1 OFS) AIADSSHATSO #T1HA A
(6:ON A1 DHS) AVIMUANDAIY  FEHAD HA
(8:0N a1 OaAs) ISOSOHATE PFTAADPA
(£T:ON a1 03S) PHAY| GPLONAIOAS) FHAWM|  (L:ONAIOIS) MSSSAIAS FLUADHA| PAVIA| TD£DTAOT IN
©:ON a1 OIS) LIJAHSOOd €CHAD A
(S:ON a1 OFs) SAM  €THdD A
(zT:ON a1 04s) £1AY| (CroNarods) ¢'Aam|  (pioNdl OFS) AINSNSHAISO  €1T9a)"'A
€:oN.a1 0as) AOdSAQUIL  £EMADTA
(:ON a1 O3s) SASNOHIAA €T AHAD A
(1z:0N a1 03S) eiAY| @roNdrodas) cPAw| (ONALOIAS) MASLAIAD  €THADPA| EaVIN| 012119899 N
TAVIN |  LOTHSTM IN
TAVIA TID6dEr IN
(68-13) DA A DEY [ A A K fsgrdadg| 9V R | WY
By

YRF Yk HIU-B % N

VI¥

[0079]

17



13/56 BT

B B

i\

CN 104628857 A

(gLep-1)
LAVIN|  TIdPatidi 0
@Ler-D
9qVIAl aIrvodl 9]
(LLern
SAVIAL| TIQIIvydl j o)
(G34e) e A s "A B RY (e A s A K (¥ & HAD ¥ avIN ey | ¥y
Bex
HUHEY F DK% D

a1 ¥

SEHWE (HD) BERTHURE (V) BRERTLEEHTY WERL WY FRERTWE
WHEEY (W) RSV WEY LK AT WO NWRY b VI¥Y

HDL A XV (STON I OIS &7 “HTH A VO TIVAIODSAIMNS=IN W HY
VSHSAD XUV(STON I OASH L VS s XV Y TIVAIOOSUIIMS=IN W¥HY

0TAVIN|  SHSATIOIL IN
(S6:0ON a1 04S) 36T Al (8S:ON a1 OAS) AJASODMIVADAD  6TEUAD 'A
€6:ON A1 0AS) 961 AU (rS:ON a1 03S) HSOMDIA 61T HAD "A
(I6:ON a1 Oas) e6l TAL| (99:ON AIOAS) 61 7AW | (JS:ON a1 OAS) IALMHOS 61'THa) "A
F6:oN @1 OIS) 36T HAY BFHONAIOAS) AGAHASADANATIY 61°€HAD "A
(Z6:0N a1 04S) q61MAY (Fr:ON a1 OFS) IXADSAST  6I'TAAD A
(06:0N a1 O3S) el YAl (ZON AL OIS 61 HAm | (OF:ONdI OAS) VAGSLISAD 6T'THAD A | 61AVIN| TIAYaEdl N
SIAVIN|  LLHEDLVL IN
LIGVIN|  SAOTASDT IN
(Go4e3) e "A A Y (e A A g [ aadg| IV gy | WEY
Bxa
YWRFAY & DA BEN

VI¥

[0080]
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(LTON A1 OFS) XUV X4V S5 1A ¥R NIGIVSIIADIANMADAVITATITAAI DO XUV XUV 85 LA=1D WHY
LTON a1 OAS) X4V XqV ) HD &3¢ 7 ‘NACAVSHADIANMDAVITATTTAIOO X9V XV ) HDI=1D ¥ HY

CTAVIN|  6DTATIVE 40
TUAVIN|  6DSATIAT [48)
TZAVIN|  OTASATIAX (/5
PLAVIA LArA6HT 1D
“s:oNar Oas) LOdAHIO0OM  £Iedad A
(€8:0N a1 OAS) q¢1 Al (€$:0N a1 039) SAT €rTHad'A
(18:0N a1 OAS) el AL (P9:ONAIOAS)  €17AW  (S:ON AI0ES) ADDASATISO  €TTAdD *A
(97:ON a1 DAS) AIDIDUV  £TEAAD PA
(T8:ON a1 OFAS) GerFAY (zr:ON a1 0FS) IMAOAINI €178 A
(08:0N a1 OAS) eCTHAY | (09:ON A1 OFES)  erPAw|  (8E:ON I OFS) DASSAIAD £ITHA> RA| £TAVIN LIED9DT o]
ELer-D
IIAVIN|  #D9HTTET 10
(rLEP-D
AV 808DYUT 0
0TAVIN PALOTHT jfe)
6aVIN £gsA8A1 0
(9L:0N a1 OAS) 28 TAY (860N d1 O4S) TIdTAINOY  $EHAD A
(8L:0N a1 OAS) a8 TAY (ze:oN dI OFS) SO $THaD A
OL:ON a1 OAs) egIA| (€9:ONAIOHS) §'AW| (GHONAIOIES)  JALIDMNIHATISI  $THAD A
(6L:0N a1 OAS) 28 HAY ($7:ON a1 04S) ATTISANDOLY 8 €HUAD A
(LL:ON a1 O3s) a8 1Ay (r:ON a1 013Ss) ILALDDSSI g udd A
(sL:ON a1 O3s) egHAL | (6S:ON AIOAS)  §PAwW|  (LE:ON dI OFAS) VALLALAD  STYADYA| SAVIN| 64€A0IDT 0
(B9 ) M "A A HA Uy (64 TA o TA S M AAD Y avIN x| WEY
¥
YWHHY % DIU-%% O

a1y

FER 1B, AIHE N — C BRI RN A @RI 7 7. 3T 24 5% 5, FIPA 2

O (Ahx) 5 A B EE - e 20 ) 122 K 5 Bl B 8 25 0K, 28 R e L R F LRI 3 2

[0081]
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( “KLH”) BLAMEEER ( “DT”) A% 4.

[0082]  fFE—LLSLjE 77 &, 47 ~hPG H v FEHUAR ) VB ) CDR J& V ,CDR1. 3. V,CDR2. 3
ViCDR3. 3. fEBAKSKIE T &, 5T ~hPG B s FEHUAR Y Vi BE B A X AT mV . 3(SEQ ID NO :
12) MRAERRITH. WLE 24,

[0083]  fE—LLsLjili 77 &+, HT ~hPG By FEHUAR ) V #E ) CDR J& V CDR1. 3. V,CDR2. 3 I
V.CDR3. 3. fEHARSLETT 2 H, Ft ~hPG o FEHUR ) V FER A XM -T mV . 3(SEQ ID NO:
13) WA RITH. WK 2B,

[0084]  fE—LLsLjETT &7, HT -hPG 5 vd FEHTAR I VB CDR J& V ,CDR1. 4, V,CDR2. 4 Al
VyCDR3. 4. 7EBARSLETT 5, i ~hPG B L FEHUAR Y Vi B A BT mV . 4 (SEQ ID NO :
14) 7% WK 2C,

[0085]  7F-—LLSLja T 29, HT —hPG 5 vd FEHTAR H V EE ) CDR J& V [CDR1. 4, V,CDR2. 4 Al
V,CDR3. 4. fE ARSI, It —hPG B L FEHUAR Y V 5E B A X RT mV . 4(SEQ ID NO :
15) HAAERITH]. WE 2D,

[0086]  7F-—LLSLjTT 5, HT —hPG 5 vd FEHTAR 1 Vi EE ) CDR J& V ,CDR1. 8, V,CDR2. 8 Al
VyCDR3. 8. fEBAKSLETT 9, Bt ~hPG B s FEHUAR Y ViE B A X BT mV . 8(SEQ ID NO :
59) MIF%. UL 2E.

[0087]  7F—LESLj T 29, HL —hPG 5 vd FEHTAR K VEER) CDR J& V ,CDR1. 8, V,CDR2. 8 Al
V,CDR3. 8. fEBAKSLETT L, i —hPG B L FEHUAR Y V EH A X BT mV . 8(SEQ ID NO :
63) [MEEEIRITH]. LK 2F,

[0088]  fE—LLsKiti 77 &, Fit ~hPG H L FEHIARN V,/BEK CDR #2& V ,CDRI. 13.V,CDR2. 13 H
V4CDR3. 13, fEEARSLHETT 2, It ~hPG B rE BEHUAR T Vi B A% BT mV . 13(SEQ 1D NO :
60) 7%, LK 26,

[0089]  fE—HESKit 7T 1, Pt ~hPG B FLFEHUARRY V BE R CDR A2 V CDRI. 13.V,CDR2. 13 F
V.CDR3. 13, 7EEARSLIETT 9, $L —hPG Fog AR V FERA X R T mV . 13(SEQ ID NO :
64) [MZEZEIRITH]. LK 2H,

[0090]  f7E—HEsKhti 7T £, $it ~hPG B L FEHUARRY VB K CDR 42 V ,CDR1. 16.V,CDR2. 16 F
ViCDR3. 16 7E AR TT 29, $it ~hPG e FE AR VB A X BT mV . 16 (SEQ ID NO :
61) 73, WK 21,

[0091]  FE—2EsKhti 77 2, Pt ~hPG B L FEHIARRY V B K CDR #2& V CDRL. 16.V,CDR2. 16 F
V,.CDR3. 16, 7E ARSI #7722, $t —hPG B e BE UK K VL #EHA X BT mV,. 16 (SEQ ID NO :
65) (M2 E=MRITH]. MK 2],

[0092]  fE—EsEiE Ty S, 5t ~hPG 5 oa FE AR V,BERT CDR #2& V,4CDRI. 19.V,CDR2. 19 A
ViCDR3. 19, 7EEARSLETT 229, $it —hPG B yd BEFUA R Vi EE A X BT mV . 19 (SEQ ID NO :
62) 771, LK 2K,

[0093]  FE—2EsKhti 77 2, Pt —hPG B L FEHUARR V BEN CDR #2& V CDRL. 19.V,CDR2. 19 F
V,CDR3. 19, 7EEARSLETT 57, $ -hPGC B v FEHiAA R VR A X BT mV . 19 (SEQ 1D NO :
66) [MEEEIRITH]. K 2L,

[0094] 7 —LESLjT7 22, 1 —hPG 5 vd FEHUAR 1) VB CDR J& V ,CDR1. 3, V,CDR2. 3 Al
V,CDR3. 3, VB[] CDR #2& V ,CDR1. 3. V,CDR2. 3 I V,CDR3. 3. 7EEAKSLE T =, 1 -PG HA 7T

20
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B PiAA R Vi EE B A X N T mV . 3(SEQ ID NO :12) R IERE 51, V, 55 B A XN T mV . 3 (SEQ
ID NO :13) K751,

[0095]  #F—LESLji )T S 7, 1 —hPG 5 vd FEHUAR 1) Vi) CDR J& V ,CDR1. 4, V,CDR2. 4 I
V4CDR3. 4, V, B[] CDR /& V CDR1. 4.V,CDR2. 4 I V,CDR3. 4. 7ERAKSZHETT %, HT -hPG 55y
B RV BEE A NN T mV,. 4(SEQ ID NO :14) FIEIERRFFEF, V B A% N -T mv .. 4 (SEQ
ID NO :15) RIREEIR P31 .

[0096]  7E—LLsLjET7 7, HT —hPG 5 vd FEHTAR 1) Vi B CDR J& V ,CDR1. 8, V,CDR2. 8 Al
V,CDR3. 8, V, B CDR #& V ,CDR1. 8. V,CDR2. 8 Fl V,CDR3. 8, 7F EAKSLjfi 7 &, 1 ~hPG B 7g
FETUA A SRS -hPG Mab 8, HAL XA T mV,. 8 (SEQ 1D NO :59) ({2 L IR 7 F1I A%
T mV,. 8 (SEQ 1D NO :63) FIZIEIR T .

[0097]  FE—LE5CJf 77 S, H1 —hPG B BEHLAR ) Vi BEY CDR &2 V ,CDRL. 3. V,CDR2. 13 F
V,CDR3. 13, V, £/ CDR #2& V ,CDR1. 13.V,CDR2. 13 A1 V,CDR3. 13, 7FBAKSLiJ7 =, 1 -hPG
B PR E ASSCTIA ST ~hPG Mab 13, HAT SR T mV,,. 13 (SEQ 1D NO :60) HJZFERR
BRI BT mVy. 13 (SEQ 1D NO :64) FIZIEIEIT .

[0098]  7E-—ESLJ 77 S, $iL —hPG 5o FEHUR Vi BERY CDR &2 V ,CDR1. 16, V,CDR2. 16 Al
V4CDR3. 16, VL #£f¥] CDR /2 V,CDR1. 16.V,CDR2. 16 F1 V,CDR3. 16. 7EEAKSLIETT & F1, 1 ~hPG
By B B A SOITIA BT -hPG Mab 16, HALE X R mV,. 16 (SEQ 1D NO :61) HIRILERFT
FUFIGT BT mV,. 16 (SEQ ID NO :65) HIZFERE T H .

[0099]  7E—EsKhti 77 &, $it ~hPG H L FEHUARR V,/BER CDR #2& V ,CDRL. 19.V,CDR2. 19 F
V,CDR3. 19, VL 8 CDR & V,CDR1. 19.V,CDR2. 19 F1 V,CDR3. 19, £ EAKSLE T &5, i -hPG
BT R B AR SCHTIA ST ~hPG Mab 19, HALE X BT mVy. 19 (SEQ 1D NO :62) FIZEIEMR)T
FURIXF R F mV,. 19 (SEQ 1D NO :66) HIZIEIRTFF .

[0100] A KIS ~hPG B 7 B FAR A0 45 58 B 40 7 R BE W 5 2 M 45 & hPG I P dd i B
({5t Fab FIF (ab’ ), JYBE) =% Fab M F (ab’ )}y B Z ss btk Fo Jy B, 5 b
MEPIEAE YT B, HAT DUEAT e e Bk D AR R e PR 4123455 (Wahl 45,1983,
J. Nucl. Med. 24 :316) . [R, B4 BUH T R A S5 R o

[0101]  ARiE“HUE B R KPUARIA 0, 0 AL A X BT AR X o 44 B SE 4l
{34 Fab, Fab' F(ab’ )1 Fv J7Bte “Fv” Fr B A4 56 5 8L IR HIALE 4 3007 1 5/
UM B B0 XIS B AR SN 455 1 — N SR R] AR 2 R R — AR BE T AR S M ) 2R
P (V- V AR ) e AN PTAREE M) =4 CDR IFE 2 7E B A4 2 bl B AR SR R 52 V-V,
TRAERE SR AL W, 7S COR IR T PR SRS, A4 1t o (RS, 7E— AR LT,
BRSNS LEEEA 25 B FRALAR, A2 AT AR S5 A (B Fv (928, HAE & = 0 48
FRFF SR CDR) 1B S A4 A 4EARIIBE 77 . “ SREE Fv” B scFv” Juid i BB & A
VMV R, e X e I A AR T S 2 IR BE T o IR, By 2R — A V AV Y
A E 2 IRECK 1R EAT scPy BEWIE A BIRISS M H] T 0P 45 & “ B Eh s
87 B3 hPG o R B S% A T [ A VBV IR ALl . AR B AR ST 5 7, B AR I
P BR TR AR ( WA 70 Riechmann, 1999, Journal of Immunological Methods 231 :
25-38)

[0102]  Fab iy BtB & B EERIE E X M RERY 55 —fHE X (CH) o Fab' Jy Bt Fab J7 B
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AN [FIAE T 76 EEE CH, &5 M IR B om In N 1 B85k B AR EFE X 1 — DB 2 A IR
MR — el e, WIIVIHIF(ab’ ), B EAMHA T ME G-I R AL ) gk ™ 4
Fab" ) FB. fuig )y By Hoft AL 22 AR IO AR U B RN R B 5.
[0103]  ARAFHIHL -hPG B g FEHUA T LR IR G PR, AR SCHT HAE “ik &7 duikds
BAMMAEBA ENREERE A (K RECNRPUE ) A1 7 FIA A G 3k & A e g X
(IR A N EsRE AR ) MPiie. AT AR E a2 ARSI D 5. WA
# Morrison, 1985, Science229 (4719) :1202-7 ;01 %, 1986, BioTechniques 4 :214-221 ;
Gillies%,1985, J. Immunol. Methods 125 :191-202 ;3@ % F]5 5, 807, 715.4, 816, 567 Fll
4, 816397 51X L& SRR AE Ik DL A B NME NS
[0104] AR AFFHIPFL -hPC B FE AR T Dog AJEArg. dEN (Hlnes ) Juiknd “ A
7 R EEATAE B AEA Bk E A &> P A G R E 3R E 1 Bk P e
Jr B (W Fv, Fab, Fab' | F(ab' ), BUUERHANL S8R5 ) . — M S, AU
g E 2 —A CHIEE A ) AR RIER AR B, Hhefecis b
A= CDR X6 R T-HE A A iE Bk 8 (1 IR, 3R E e AR 4230 FR X A& A g sk g 3t
FEAIR L, H AT DAFRN “CDR #2HE 7. N3 idae n] DL 22 /038 o Sy 3k L E 2 X
(Fo) , 7 2 N g sk g A A P e B X o FuiE NI 7775 CBFREBT AJRfL ik
7795 ) NARAUR O 0. WA B0 Lefranc 2%, 2003, Dev. Comp. Immunol. 27 :55-77 ;Lefranc
£:.2009, Nucl. Acids Res. 37 :D1006-1012 ;Lefranc, 2008, Mol. Biotechnol. 40 :101-111 ;
Riechmann %%, 1988, Nature 332 :323-7 ;Queen %5 [ 25 H % F| 5 5, 530, 101.5, 585, 089,
5,693, 761.5, 693, 762 Fll 6, 180, 370 ;EP239400 ;PCT 2 FF WO 91/09967 ; 3£ H % F| 5
5,225, 539 ;EP592106 ;EP519596 ;Padlan, 1991, Mol. Immunol. , 28 :489-498 ;Studnicka
&5 ,1994, Prot. Eng. 7 :805-814 ;Roguska 2§, 1994, Proc. Nat1. Acad. Sci. 91 :969-973 ; fl3E
l%%uﬂs 5,565, 332 s T A SCHRAE UL DL BAR G| AME NS % .
[0105]  $2& N SCSRHA] o BTk AR 28 FF 1 SRAT —hPG B SR HLAR I T A UL T —hPG B 5efE
PURRITE . NIEALTUA R BAR S 77 B S U T REUE : () AXAFRERE =4
VL CDRFMERE =/NVH CDR ; (2) &% RT SEQ 1D NO 21 LR P 51 (1) 25 ] A2 [X A,
FRRLT SEQ 1D NO :22 FZERR 7 FI [ EEn] AZ X 5 (3) A& KRBT SEQ 1D NO :23 fI%
FE 7 ) EE T AR [X R, 26 BT SEQ 1D NO :24 IS LR T A R st mT A8 X 5 (4) 6055
1 H SEQ ID NO :75.77 F 79 R 7 HI [ EFE R AZ X A #1% 5 SEQ ID NO :76 £ 78
(R L e B (R B AT AR X 5 (B) A8 [ SEQ ID NO 80 I 82 [y 5 JL 18 v 71 ) 2k ] Ap
X &AL H SEQ 1D NO :81 1 83 MR AL T AR FE R AZ[X 5 (6) f 73 1% H SEQ ID NO :
84.86 M1 88 MR T ¥ EEE ] AZ X LA 1E H SEQ ID NO :85.87 Fll 89 HI LR TF)
(R FERT AR X 5 (7) 48735 8 SEQ ID NO :90.92 1 94 [ 5 K T 71 ) 2 4 ] A8 (X M2 A0, 30k
H SEQ ID NO :91.93 Fl 95 MR T FI M FE X,
[0106]  AAFHIPT -hPC B L FEHUA T B R K FIEIRT . ARES R KPR 54
PRI AR XM E X diAE . F T A R SRIEA R 7715 A AR s 2 . WA a3t
H %5 5,658, 570.5, 681, 722 Fll 5, 693, 780, iX La4 FI7F it DL H AR 5| AME NS %
[0107]  $T -hPG I EHAEIES ZE ik (1402 v FEdt —hPG HURELA LA I
Pt -hPG B ILEHUL ) R HIPiE. 5RO -hPC 5 v B HiAA 5 F 1 Fiik H T 2
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CWIANGIT R . & E S F 50 -hPG 8 v B FUAR I A4 SLis 77 220045 AR SOk 44, 451l
W EART A GE L AFRAEE =4 VL CDR F/EE =4 VH CDR ¥k ;i vH 552
HXPRET SEQ ID NO :12 (mVH. 3) MU EEE T 71, VL FEE A 6T SEQ ID NO :13 (mVL. 3) ¥
FAIEIR P H WA s Horp VH B A X NT SEQ 1D NO : 14 (mVH. 4) RIZFEER 7%, VL 82
A XTRLT SEQ ID NO :15 (mVL. 4) (2B 7 i fidd b VH 85 B A % ST SEQ ID NO -
59 (mVH. 8) W ILMRFER, VL BEE A XRT SEQ ID NO :63 (mVL. 8) HIZIEEEEF 5 i
Hor VH 85 5 A G RT SEQ ID NO :60 (mVH. 13) 2 LR e 71, VL 85 H A % SEQ ID NO -
64 (mVL. 13) FIEIERTHFPuis ;b VHEERA X AT SEQ ID NO :61 (mVH. 16) HIZ AR
JEF, VL BERAXTRIT SEQ 1D NO :65 (mVL. 16) [ IEERITH IPiiE s Hod VH 8 5 A X0
T SEQ 1D NO :62 (mVH. 19) R IERL T 71, VL B H A XN F SEQ 1D NO :66 (mVL. 19) K%k
B P F Ak s BUAR SCA TR VH AN VL 8T R A 5.

[0108] & H 12 % P4k 6 K5 : H 1% B 43B9G11. WESH2G7.6B5B11C10.20D2C3G2,
1B4A11D11.1B6A11F2,1B11E4B11.1C10D3B9. 1D8F5B3. 1E1C7B4. 2B4C8C8. 2B11E6G4
206C3C7.2H9F4B7. 1E9A4A4 . 1E9DIB6. 1C8D10F5, LATC3F11, 1B3B4F11.1C11F5E8,
IF11F5E10,1F11F5G9 1 1A11F2C9 2R 5898 7 AL R4 Ad 45502 hPG 1%k AL 10 % 14 (SEQ
ID NO :28) . hPG A%%3E 9 & 14 (SEQ ID NO :29) . hPG [I%%%: 4 % 10(SEQ ID NO :30) . hPG
fRIF%FE 2 2 10 (SEQ 1D NO :31) BX hPG F5RFE 2 % 14 (SEQ 1D NO :32) FIRLIHIPUIE 455
£3,2 hPG %R AL 71 % 74 (SEQ ID NO :33) . hPG f{I%%%: 69 % 73 (SEQ ID NO :34) . hPG [I%%
H£ 76 % 80 (SEQ ID NO :35) BY hPG 5% JE 67 2 74 (SEQ 1D NO :36) HIFRALIHAA.

[0109] AT RAFH 40 T 58 o P i >k Ut -5 A 20 - 16 B S B A4 55 5 456 PG (1140 hPG) 1)
BEA7. #%AE 1-10 v g/ml BYEFHE PIEFR A S AR BuUAE CIRON T B AR B N um Bk C ¥ [X
I 2 SolE BB SO RE SR, ZIXIBA R T 228 o R SUE IR AL ) 78 4CiE R4 96
U (0. 1-1 g/ FL) o % 0.1% Tween—20/0. 1% BSA [¥) PBS ( G2 ) 76 22°C 3t 1]
2 /NBY &, 4% 10pM &2 1nM (10 22 1000pg/ L) RIMJEMANEH AT H R, JFE 22°CHFFE 2
NI o SR S R ETSE IR B I AR AR L I R — BN A R S HT -hPG Hog FEfuiE
A SHE B EIUARITR G, AL 22°CIE 1 /NN o Pk )a, i B A AL i 1)
WAL 22°CIFE 1 /DI, RJGFER G e A EAL (RLU) SKRIFATHREI . e —
K HIEAT . SERAF IS EH -hP6 BRIk F BRI 6 S Z ik S hPG 4
G o WS AR D IR, 5 X Rk o S R IR A PR se e A St e 455
R D (Bt 270 50% ) SEHUEE S . (FRcl) Z2HFEHBAETRZ BeA
FH R BB O 10T 1) S5 L P0G A2 ot B L ST FH R IA AT B b 25 (I 4 B & AR b i 0
BT, S8 5 FRS B R R R B AR n o B BRI 5 400 / Uik &9 (IR RAE =TIt
WD ARICTUR RIS 5 ) RGN FEARAE . 75 DRI 52, BRic A S oL A IR B Ak 1 47
2R 225 PR IR B 2R AR A R R AL AN AR 48 7

[0110]  Z5-&4MH AT DL R ARG LA 2 Uit 5 B9 2 K -

[0111]  Ki = IC50/ (1+[ &% Ab #K/E 1/Kd)

[0112]  HAIAITIE R 1650 &/ S HEHURRIZE Gk 50 % BRI HUEIRIE, Kd 25
F PR R E (GLXRT B R PR IS ) « 5ARSCAF RIS -hPG BrdfEdiig s
SR PURAEAR STk U 5E 261 AT LAEA M 10pM 2 10nM 1 Ki s
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[0113]  fEZ PhSLiE 7 & H, /4% 0.0l ng/ml.0.08ng/ml.0.4ng/ml.2ug/ml .10 ug/
ml .50 1 g/ml\ 100 u g/ml [ BRILAT S AT IR Z (B IR (H40, 4% 2w g/ml 2 10w g/
ml 0 B B ) AT RIS, AR A R IR BRI I PT -hPG 808 B AR (EAR I S B A A &
W E D 40% FE D 50% . F 4 60% B 70% . /b 80% L /D 90% 100 %  BAT B ATIA
HZ A HE 7t CEan, ARAFFRIHT -hPG B v B SR ARIC S B AR I 455 b 50 % 2
70% )

[0114]  FEFATSHHAEME RN RTUE (AZEDMEFEFE ) Z MK HiE 7S5
I, AT PASE AT AR IE (AR B (BCE 28U 1) bRl bRt 2%, (15 ae T
B JG I%0E . AEIXMIE SR, A E NI B IR 8 c S Eouig (T8 g Wk 508
WRE) o ARG 1RETE W R AR ICPUE R & B S AR ATk, WEL S
FIFRICHSRE o AR I Al I 255 B S R AR S ARIC BUAR e 5, Wi A0 T HE bR
LPUARAE SR Z PATTARFI1E D0 145 51 P

[0115]  CANH T =5 mE, Bl b Rt r gk, LA ERIE T s . 1%
g AT LA B TP 58 9 10— &R 71 G % 5200 TR AE— P, HLAT Do s A e A AR e i
FBORK 22 fiik, Bl an e AR W HURRE O T E HESEREY R E A, B W
A 5 PRI R R W R (A E g 3,37 5,5 — PO RIEEEORZ (TMB) JiE
) » B I ] SR RS DU TBCH PEAR IR B AR T -

[0116]  ARSCEMFEATAE LIS HAl 75+ 46 19 H T2 W AiG 97 B H 55T -hPG
RS a0, AR BRI, A7 4 Sk dE O sk i AL 2Bk R 2 R
(pegylation) EEEEAL BERZAL L Canfry / BHAEEARTA AL EEE RGBT ) 5 40 i i
B HAth & A OB SR I PUA . T RLEE DA (BFEEEA R TR 5 AL 2 )
LA T AL AR B RIS S ) RIFAT I 2B A — . AL, AT m]
DAL & — AN AL M .

[0117]  FE5— L, RAFHBUER LS R 4 8 (PEC) #iariEdL. /£ RARSETr %
H, B PUIE B, PEG Fap aiad i8S AE T A v B A B4 e P 45 17 el PR A B A i
BERERA (FIUHE R E HZ O S R R EUR R ) M. XA ] LIRIR
FAET IR Beh, B8 AT 4 DNA VENUE A v Beh . W an 3 B &85 5, 219, 996, 7] LA
M Z M1 mORIEE AN B A PEG 0. 7] LAl e AL AEfUiE i BEp ) 20— AP LR
(RS AN TE 32 PEG #9« FHSREAE e sy, AT LU A& 78 A0 I RRE 8 4, 491 B 5t
RPEMERTAEY) (WS KRB Z ) AR RAT Y -

[0118]  7E HAKSZ ] o, 5t —hPG 5% 50 i A4 4% & ) 52 ) 20 4 IR EP0948544 o 23 I Y
LR A (REREA S Z S 8 PEG (R 4 1)) MBI Fab' F Bt &
I Poly(ethyleneglycol)Chemistry, Biotechnical and Biomedical Applications,
(J.Milton Harris( 4% %i ), Plenum Press, New York,1992) :Poly(ethyleneglycol)
Chemistry and Biological Applications, (J.Milton Harris A S.Zalipsky %% %4,
American Chemical Society, Washington D.C.,1997) ; #H Bioconjugation Protein

Coupling Techniques for the Biomedical Sciences, (M. Aslam fl A. Dent 4w%, Grove
Publishers, New York,1998) ; #ll Chapman, 2002, Advanced Drug Delivery Reviewsb4 :

531-545. PEG ] A5 EHE X A - & IR &R . /£ — 3267, PEGAZMifY Fab’ B H

24



CN 104628857 A w Bf B 20/56 T

A 5B BB X A ) A SRR AL O T 1 1) R i o R e e T LA R Y fi
FESLO IR, MU TR RS L R = AR T A R A ) 20, 000Da M FEHHFAEEER (4
) REW. ik, 5 Fab' R BOERER PEG (8 &7 LLZ#) 40, 000Da.

[0119] 1 -hPG B L FEHUREHE T2 W S bR idbudk . v AAES I b3 A Sidd, 46140
PARS I B SR AR AE ELARGH i L A 2 BT FP I 2RIA s BOVE e PRI 77 25 ()50 4 s ) %
N2 () R J B J S A9 G ik 5 4 8 IR T T SR B DAk AT DL I B A S R R 47 o B
“Fric” BB E TR . ARic el PAE RS A A RIPT -hPG BEIEEIUAR . brid
Al LA S nl ARSI Bl R AL 2= AR D [FAL Z AR IR B Jebric ) , BUE 7E R bR 1e 1Y
TG OUT , T MBI & P E A A R Pl R I B4k 22 A8 0 . Rl R I A o 1 o] 0,455 22
B2 S EW T RO R AR RO R U YA AT 22 B OE L AR AR IE
RS 4 JE AN TR PR URE 5 8 1S o T DARH ARSI B R B EE i A s (it
AU O ANk ) ARG TR A i S Ak (SO B REREER A . B PR T SE4
s CRE (Fle K R DGR E s SR R E LRS54, 737, 456) (et R . 2,
3— AR R SRR B U IR A (BRI A (HRPO) ) TP PR
B B - I E RS £ BN mER G ARk B A A R R ()t AR e L AL
PEAE AR R AR —6— BEER MG ) R IR (0 PR R AL B AN S N e S ALl ) L Pl
PG ot E ARG S S E R E S AR EEY R ED /AR &R
(K12 6 T B SE ) B dE TR BR R Ot 2= L R RIR RO R VPP R SRR RO R P
B % —1- ZEhi S BER AL A 55 RO i W e s B oK s AR R e i v a2
B OERE . R FUK B R ICE A & B RS 2405 10 2 58 PCLN AU s 1E B
(I TRCET T4 o ) SE A g 2T P In B P Te

[0120] A& BHAL & B W) M RIE BP0 —hPG v FE 44K . JEFR il PE s ) P R AR ik £
FEATAE B NIEEMEG 2 RATMG A B) (B oR SR /N BRATG BR ) I3 (L
Lonberg 2£,W093/12227 ;£ FH & H| 5 5, 545, 806 ;11 Kucherlapati £, W091/10741 ;EFH %
5 6, 150, 584 ;iX Lo L FI/E DL EAR G| AENSHE ) . RARBUE IR (WEK) %
% Ja e £ AR A

[0121]  ZRAKIL RS

[0122]  ARAFFEE ST —hPG 5 o FEHUAR (1) S Z 3R LR BE A L FE R AR R 75+
BB IR BIZIR B L Be e ™ A AR A FFIIHT —hPC o FEHUR T8 E 4.

[0123]  A] DA i 75 1 3 40 i o 25 20 % 58 e % 3R B R R o R R RO A1) 4% AR A 1)
Pt -hPG Byl fESUAE. A T EAR IR, I RE AR Rk E QR EE A E R
DNA 7 BE B — AN B2 > B A IR A e e T - 40 M, A 45 8 0 0 B A T 4l e SRk
FERT e bh 7 WA N ¥ 55 1% 08 E AR R R SR T, AT DA MG EE R AL ik . AR E A
DNA 77 V2R 3RS Pk 8 A1 R BE AL R f IX S BE R 45 N 8 4] 3R I8 BUR R iz 80tk 51 N TE
£ 40 M, 0 Molecular Cloning ;A Laboratory Manual, 5 — iz (Sambrook, Fritsch £l
Maniatis(4w%5 ), Cold Spring Harbor, N.Y.,1989) ;Current Protocols in Molecular
Biology (Ausubel, F. M. Z£44%5, Greene Publishing Associates,1989) ;fl3E H & H| 5
4,816, 397 T IR (AL

[0124] Dy ¥ P A IX S8BT —hPG B 5e B FAK RAZ IR, 1 56 3RAT 9w b o A B ) AR (X
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[ DNA v Bt o A] A s FH 56 Bl B S B (PCR) , JEEIE 37 38 042 i e A 52 8 R B ] A2 172 1)
[ Ft Z DNA BY cDNA SR IR1FIX 4L DNA, A FFE AR 4 n] AR [X L DRI 28 DNA J72 91 S AR S
51 (W0 Lefranc %%, 2003, Dev. Comp. Immunol. 27 :55-77 ;Lefranc %, 2009, Nucl. Acids
Res. 37 :D1006—-1012 ;Lefranc, 2008,Mol. Biotechnol. 40 :101-111 ;“VBASE” AFh R JFH| 5
WEPE & W Kabat, E. A. %%,1991, Sequences of Proteins of Immunological Interest,
T, U. S. Department of Health and Human Services,NIH Publication No.91-3242 ;
Tomlinson %%,1992, J.Mol.Biol. 22T :116-198 ; H1 Cox %¥,1994, Eur. J. Immunol. 24 ;
827-836 s Bk SRR N BAE MG ANMERNSH )

[0125]  — HIRIGHASHT —hPC B yEBEHUAA IS VAl V X BEE) DNA v B, BIAT DAjd i b
HZH DNA B — D HAEIX B8 DNA v B, 9 0 LK o] A% [X R (R 3 AL R A Kb AR BE IR L Fab Jy
B RN B scFv B:H . 7EIX SRR, [l g v B V .10 DNA J BR S 4is s — & Em (il
P IEE X B Sk ) 95— DNA B k. s s i AR “A 80k 18
P~ DNA Jr BOX AR R: , (191> DNA v BUn A IR 2 B R 7 DTS SR AT 6 AT o

[0126] W] DLIE R g 5 V, ¥ DNA 55 2 L BEAE S X (CH - CH, CHRTRIZE R CH ) [ 5
— DNA 4 1A RUOE 42 K1 4 B B 9w i VX ) DNA B4k o e K E R . AN E 2 X
FERE e 3 N A At 2 50 ( W) 0 Kabat, E. A, 28,1991, Sequences of Proteins of
Immunological Interest, 28 LK, U. S. Department of Health and Human Services, NTH
Publication No.91-3242), HA] PLIE i brifk PCR 47 19 K FR 151 25 1 6 [X 4 ) DNA F B,
HEMEE X AT LA TG, 186y 18Gs 186, IgA. TgE\ TgM Y IgD 1HE X, H A — e 77 52
& 1gG B 1gG fHE X o AT Fab Jy BR EHEELA, A LK 2wbd V (1) DNA 540 b 8 CH {0
JE X 73— DNA 701 R d% .

[0127] A DdE R 4ahd Vo H) DNA 59 bs 8 1E 52 X CL (1) 55— DNA 434 SOEH K 45
B gmbs VX [ DNA A o KR IE R (BLJL Fab BEEREDR ) o NRREETE 2 X R R 7
B A S O (LB T Kabat, E. A 28,1991, Sequences of Proteins of Immunological
Interest, 58 iz (U.S. Department of Health and Human Services, NIH Publication
No. 91-3242)) , H ] LUETE AR PCR 4 1 R RAF-I0A 2 3% 48 [XIFH DNA J7 B BB AEE X 7]
DA x B M HE XA LSET EH e « fHEX . N T4 scPv JEH, # 9w Vil
V. DNA Jr Bt S gmad e thie sk (Blngmbd = L5 7 %) (Gly ,~ Ser) ,(SEQ ID NO :99)) ¥
Fy I BOA RO, 45 VMV R B RT DAR IS SR R B B BT, V RV XOEE  eE
ki (W0 Bird 25,1988, Science 242 :423-426 ;Huston %, 1988, Proc. Natl. Acad.
Sci.USA 85 :5879-5883 ;McCafferty ¢, 1990, Nature 348 :552-554) .

[0128] 3 T RIEARNFFHIPT -hPC B FEHUE, B B E SO SRAF I s & o Bl K
R E HE ) DNA 8 N RIL Bk, (1SR R 5 7 oM =6l w7 A #oddE . Al s,
ARIE A BOERE” PG DR B DR 1 N A, (AT 200 PO 1) 5 SRR PR ] s 2 AT HL R Ty
PUAd L R ) o SRR B I TUIA D B o e 85 Pr B3R 1818 4R MR R I RIS BUA R k=
HlFF e AT LR P AR 42 5 R DRURI o A4 2 L DR AR N o0 P I 38044 , B30 8 4G A R DR AR
[F]— R IR B

[0129] T FRAETT VN Juads B DRI N R AR ik (9] andidd L IR Bom s g b i B4R PR
A R B, BUANAEAE BRI A7 sl )~z ) o B4 AT —hPG e BE PR R FEBL
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HEET B Z 0T, RIS EAET] DL OE R FUARE E X T 5. 680, Ht -hPG 5 5 FE SR AE o0
VALV B AL R A K BUR E TR 1) — Rl @ 42 2 0 B e AT E N & it 31 81 2 XN 4%
HEIEE X RIS TE, 13 VX RS BAR N I — D EEZ A CH X BUA Rz, v X B 3k
PR CL X B 20%E 4z . A Bas 1 b, BE 2H SRR B4 mT DAZw b (58 T o A4k AT 3240 i 530k
(M55 IR AT LK A4 L R v e N384, 14945 5 IR -5 P44 B 2k DR A Sl R PR 1T 5 B AE 1
TR A5 5P DU S BREE VS S IREURIRE Sk (RIk AR skEREARKNE S
K)o

[0130]  FRIFUIARBESE RIAh, A A B 4 3R B IR 45 T 4 1l A4 B L DR 7 1 = 4 e (1)
FKISHETTEH] . RIECHTEH)” B 7E AR P 5 5 8 1 4 SR Bl 310 J3 3l I 58
R HAR SR R o (Bl e RAE T ) « XK HIE T4 Goeddel , Gene
Expression Technology :Methods in Enzymology 185 (Academic Press, San Diego, CA,
1990) o ARSI AR N SR B AE, FIABARR T CEFEETTTZIRERE) 7T AR T
WAL B 1 E A RE B A BN E O RRR K ERNRER. &6 H THAIME 4
W23 8 i 9 7 ) AR AR FLEh P A 48 =2 | K S A R R R s o, Wit AR B
R (CMV) (30 CWV B8l / 358+ ) IR 5 40 (SV40) (40 SV40 B8+ / 38 5m+) .
B e (B iR e 2 RS (AMLP)) A28 5 K8 s/ / B8R F. Wi
W e L A — DGR WA Stinski FISEEEFIS 5, 168, 062, Bell ZEIZER
L5 4,510, 245 F1 Schaffner ZZEELF S 4, 968, 615,

[0131]  BRHUAASEEJE RURI 15 5 51 40, 2 o0 0 B 40 3R 8 s A4 m] DAAEE 17 Ho At 7 %), 2 i
WHARAEE E4EM B Z R 5] (Hl S S MG Eebs it BN s id 2 K
ET PO BRI AL PR E E40 0 (4 a3k E & RS 4, 399, 216.4, 634, 665 Fll
5,179,017, & #JE T Axel %5 ) o W40, 5, W Febn 102 FIR 7 O 8k 51 AL 1) 1s =
X250 (G0 G418 B R B IS ) HIPiit. 1 E A BAR iC LR AR At iRk
Ji i (DHFR) &R ( AT DHFR- 75 =40 sh kAT R M e 48 / 38 ) Al neo ZE0H (T
GAI8 IEHE ) o N T RISRFEAEFE, W AR AN b AR — DN E A RIL
RGP NTE EAM . ARIE “H5e” B2 MR B I 55 H ORGSR DNA 5 JFEZ B H
e ML) 2 PP AR, a0 v 28 AL IG5 G PR UTUE  DEAE— ] S B v

[0132]  FIREAEJEZBLE I TE AP RIER ANk, RSt E %, fEmED
WIEHYTE HBEA RE S E N PUA R B A (B AL EnTE EA i) PR T ik
MRiE. HTRERLF W EHGER 6] M L3P 18 £ 40 A5 E AR IPE (CHo
40 ) (A5 Urlaub A1 Chasin, 1980, Proc. Natl. Acad. Sci. USA 77 :4216-4220 71 T ik )
DHFR CHO 4 2, 5461 41 Kaufman HI Sharp, 1982, Mol. Biol. 159 :601-621 91 Fiik 1) DHFR 3%
FEFRiC—REAT A ) NSO & BERI A M . COS 40 oM SP2 ZH i, 7245 wbd ik B R i S 20 R IA
BAR G| NI FLENYTE 40 MR, I B R TE S A 2 DL ARV BURETE E 41 PR IAE T
FUR o WA N B 7210 £ AU M )35 77 2 A () — BEmT ) o m] DA ARt g s Ak 5 ik At g 2t
W HiAd . 3w BAF 1 3 Al ke ™ AL e B TR 43, 20 Fab v BXBR scFv 73+ MRS,
DA EJTE AR SEARAE AR A TG I 2 o 5170, P] BAA BB s AR A H 195t —hPG 5 v FEHT
R BB E R (HAE =3 ) %) DNA %5 4L 15 = 40

[0133]  i&m] DAAHEE4H DNA $5 AR 25 B bl S F1 288 2 — B 32 (1) DNA I FFEZS A hPG

27



CN 104628857 A w Bf B 23/56 T

B R — 28B4 5. AN A FF I BRI I 25 M IX AT DNA 2 FRIE 1

[0134] /7 EHFRIARAFHIPT -hPC B FLEEFUE, 7T LA AR A FF S RL 8L 4%
et UM, 55— BUA S ERERAT A I 2 0K, 5 A A AR BENT AE B 2 IR . AN EAA AT LA
A0 AH R L FRbR L, BOE BATTA] DA A & R IR B 10 o Ak, ] DA A 4 i = AT
REEZ IR AR

[0135]  — H IR ZmbSHT —hPG 53 FEHUAA BT — AN B2 A B ER, B AT LAk — 2D 75 4
b5 B A 5] N AR BROR AR, 48 4 LA A G AT AN IR CDR BB 0 Fe 5248 B FEIR R o%
A ETR i Ns N E R BN ER N

[0136] & A] LA AL 4 A (B 2@ i Solid Phase Peptide Synthesis, 38 2 i,
1984The Pierce Chemical Co.,Rockford, IT1. FFFRKI ) FeAE A A FFHIHT —hPG 5 7,
FEfuiAR . T DA R4 it &7 A 2k dufk (DL Chu &8, Biochemia No. 2,2001 (Roche
Molecular Biologicals)) .

[0137] —HiEid HHARIE™ & T AR HIHL -hPG 5 e FEfuAA, B A] DL i A< 45 08 %0
I T2t g 2R E A 4 F R 7 dskaite e, ) i@t 28T (B s 32 82 8 SR A2
Al 4L 24 (sizing column chromatography)) 550 Z5 A VA fF FE , BE A 2 Hofth
T4 & B B IARERR o BhAE, B AT BLE A A I HT -hPG B ye B HUAR B Br 5 AR
FIT i BRA AU, N 1) 0 22 K e B R, DA T 44

[0138]  — H.4E5, BRI ] DARR 4 =5 260 an il = A0 A 2 B ( DLl Fisher, Laboratory
Techniques In Biochemistry And Molecular Biology (Work A1 Burdon 4w%H, Elsevier,
1980)) BE T Superdex™ 75 4 (Pharmacia Biotech AB,Uppsala, igii) FHEERITIEZ
Pt — B i3t -hPG B va R FiAA

[0139]  ARAFFHRMLERAE ™ A4 —hPG FyCFEHUA R 18 400 15 348 ] LA A #E.2H DNA
Fe AR LI Sy Tk G b B AN AR B R A 4 e, BRAT AR B B AR R R AR A B PR
SIARUR TIPSR

[0140]  BEWE=AE47 -PG B 3w FEHUA TG E A v LR 242008 . T e A I7ikh
AR O ( WIT0 Kohler A1 Milstein, 1975, Nature 256 :495), R SCIRLscfil, W,
A (B MRE) s £301 (/R ) SR H = A Rt e e P 45 A iZ % R i Bt
IREM A (Bl ) KRG . &, ] DIAEAR SN F0% o 3 ik 4 i (55
AL IR LT A BN A Tk LA ) « SRR IS B RIRRE ) (IR 2 B ) {FRk 41
ETREEAAIL R (WEHRARR) BE R BRASMAR R 18 B TCR IG5k 41
M R AT DS FLa ok IR, W R AR BN . ARG 7T B8 BB SR L B 52 2 a0 S A
IR A PP B B R Bl 1 T PRI VR AL 0 MR A KBS A L. 9, AR AT
FH i = Vi WL A 3, W A Tk R A2 R 66 A2 I (HGPRT X HPRT) (X152 AR 40 MR, AT LAEHIh 2 A ok
Rl A A A D, R B R R A AT 1 (35 R 2, ( “HAT” #5970 ) P sRml G4k
(fusion) o

[0141]  FE—SUsCE 77 22, N Imbil —hPG 5 So 44 HAT X BT A AR AS R 43BIGLL (7
A B -hPG MAb 1) . WESH2G7 ( 7% 42 $i —hPG MAb 2) \6B5B11C10 ( 7% 4 $1 —hPG MAb 3) .
20D2C3G2 (7= -hPG MAb 4) \1E9A4A4 (7= 1 -hPG MAb 15) . 1E9DIB6 (7= HT ~hPG MAb
16) .\ 1C8D10F5 ( 7= 41 ~hPG MAb 17) J1A7C3F11 ( F# 4= %% ~hPG MAb 18) .1B3B4F11 ( =4k
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1 -hPG MAb 19) Al ICLIF5ES ( #4451 —hPG MAb 20) FRAG [ B v B UK VI 7] AR 42
(V,) CDR.

[0142]  FE—EsKhti 77 22 1, N vt —hPG 53 5a FE TR H A R T 7] LA B R AT RAF 1
TR VIV, CDR () VRV, CDR.

[0143]  fE—BEsLjfi 77 S, C¥mbit —hPG 5 Bk H AT X BT A 2R AC 8 1B4A11D1L (7
4 Fi -hPG MAb 5) \IB6ALIF2 (7= 4 $ii —hPG MAb 6) . IB11E4B11 ( /= 4 $t -hPG MAb 7).
1C10D3BI ( 7 4= #iT ~hPG MAb 8) \1D8F5B3 (™ 42 47T ~hPG MAb 9) \1E1C7B4 ( 7 4 #iT —hPG
MAb 10) .2B4C8C8 ( =4 HT ~hPG MAb 11).2B11E6G4 ( P=4EHT -hPG MAb 12).2C6C3CT7 (7~
A3 -hPG MAb 13) 2H9F4B7 ( P24 $T —hPG MAb 14) J1F11F5E10 (=4 H1 -hPG MAb 21) .
IF11F5G9 ( P24 —hPG MAb 22) FT 1A11F2C9 (F=4: 51 —hPG MAb 23) FRAS K BT AR
V.V, CDR.

[0144]  FE—2ESKh 77 = H, C ¥mt —hPG 5y FEFUAR A X R T 7] LA B RS IR1F 1 5
FEREFUAR VL I VH CDR (19 VL 1 VH CDR,

[0145]  FE—ASRRETT R, RO A5 54 SEQ 1D NO:12 FEFET X FMEH
SEQ 1D NO :13 By42%5En] 48 X {5t —hPG HUAR RO TE 400 72— SLi 7 7, 3R LR =&
55 A SEQ ID NO :14 R FE R A X A& A SEQ ID NO :15 B44En] 42 X i1 —hPG itk
(76 EANE . 72— AL 7T R, SRALRES =485 &4 SEQ 1D NO :59 () 2 m] A2 [X R4
A SEQ 1D NO :63 fJ#25E 042 X Pt -hPG JTARRITE E4IML. 75— SLi s 2, 1R fkpet
FEAEAE A SEQ 1D NO <60 FYEEERAZXRIE A SEQ 1D NO <64 F)FEE ] AZ[X {37 ~hPG
PURITE F40M. £ DL R, IRHE R ™ AU & F SEQ 1D NO :61 FEFEm AR
XFE 4 SEQ 1D NO :65 F428E R AZ X 3T —hPG HUAR T 4. 78— ASKir &, 48
BERRE = A5 & SEQ 1D NO :62 FYEFERAZ X A EAG SEQ ID NO :66 MR A2 X [
Pt —hPG Pk i) 7E F 4.

[0146]  fE—SUSZfE 7 0, AR A TG 40 A5 % H 469 SEQ 1D NO :12.14.59.60.
61 Fl1 62 FE FERT AR (X 2 IR IAZ B IR T 5 FIRZ L 3% H 4sh5 SEQ 1D NO :13.15.63.64.65 Fll
66 [T X 2 IRZH IR P IR . £ sy &, EEn AR X ik H SEQ 1D
NO :16.18.67.68.69 1 70 fIZ IR 5 gmfid . /E—LLsLir &, e n] A8 X ik H SEQ 1D
NO :17.19.71.72.73 F1 74 BIRZIR T 5 4 o

[0147]  FE—SESTj 7 £, 3R AR AR IT -hPG B s PR ERE ] AR X (1) 2 %8
A, HAKSEE 7 R OGS EA%EE SEQ ID NO :21.23.75.77.79.80.82.84.86.88.
90.92 A1 94 MR RB A Z RN Z I H R /£y &0, =240 AJEAL BT -hPG
BogEiA R BX 22 ERT Y. BARSE 7 #EREmSEAEE SEQ 1D NO -
22.24.76.78.81.83.85.87.89.91.93 F1 95 R ILIL VK £ BRHI 2 % H R .

[0148] i -hPG g BRI MG T

[0149] PG 3 S CRC IR 4l fus/Fis A / S5 . BARIFAE B A8 2 R TR AT E 28, (H A
R AT PG B b FE UK B 45 A PG SR BAW BT PC 5B M —AMEEAME 5 K AR
Y AH FLAE B8 77 o 3 % 1 L BT B4 At %o BT 0 2 O 4 B R85 S 440 P 4 B i 2> ) 41 e
AR/ B LR B AR TS VA / BR AR K. BT X TG MR 45 R, T DAAE 2 R KA AR Y
MESAR T S AR 2 B APEST —hPG v B HTAR SR 55 PG AT BRI (K0 PG 145 5 K
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[0150]  [AIL, AR 22 JF4R AL CRC 40 M F 4 PG RIRLEF H) 7715 5, 17 2045 DAk
] CRC 4HMu ) —FhECZ Bl PG 15 RO RLZF (440 CRC i 38 BEAN / BUAEWE ) AR =
i CRC 40 -5 R BT —PG B i 70 4 22 M T80 {68 200 T AR R i T R RN PR 4T PG 58w P 4t
o T RASHE T 00 =40 B 250 B 8 0 B0 R /0 B I TE) 38 00 Fe ) s SRl 5 44 40 A4
PRI G B I o 200 S R TR (0 o P SR AR I A

[0151]  BEWTKE PG 155 AT LA 3 in 4 fe 8 ook M CRC 40 e 4736 . 7] LAIE
ot IS VE B 4N M B BER ) (5 24 B 48 /NB ) HIUE/D Sk SE AR A B Y CRC 41 A7
TN . SN HBE T A IN E ARSI A K. AL, AR SCHR R A7 D 52 S

[0152] AR FLaE— 23R B, 1 CRC [ 40 B H 4 PG (945 5 A e mT LAd I fis % 7 5 PR 4
M BE T B TR ] CRC 40 M I 4736 o T DAJE T A A0 48 20 260 (904 35 T BOR I 2 VA T2 1975
5, HAFEAR T E B G2 B aE s R S R R IE k. 6, f2E T R
(40 Bax) BIFRIABERS ) (4510048 /N ) B4 INFE <8 TR in . A0, B TR (i
EAIRT Bel-2) fOZIkREI A] (1t 72 B 96 /N ) 8D e m i T n . B T-Il &5 A
RIETALEIFEAR (G052 52 & PCR) AARSURA A WU Hollande %%, W0 2007/135542,
[0153]  AKHGHT B WA 2 115 5 ARSI 2 B 44k o PRI, $07] CRC 40 B R 3 BB AT /
B ATV [ 7 1054 0 it FH o AE AR AR B4R P75 5 CRC 20 M 1 3 A A R4 10 & 1K) TR AP 3T —PG B
BEfUAAR. AT LA I 40 i 4k s AR AR e (BIEE AR T Muc—2) B Ltz an i (4
WM TEAIH ) 9 HARAR L R IEFERF ) (B30 24 B 48 /N ) BB Nk Il 5& CRC 4H AL 1)
arAke AT BAE I AR AU O AT T BOR I R A R RIA A L. WLFI W Hollande %%, WO
2007/135542, i 7] DA FARHE 77 1200 52 HL SRR B MK T PG i HAth 2R (@1 ICAT) » DL
[F]— % H),

[0154]  Z9MAHEW

[0155] i —PG B yLpEHiiA ] AFLHI /R G4 . Akt -5 m] DA & —PhEl 2 fioL
fhyaIT A, 0N SCHTARSE 3897 . A s e A R E 2 A &V - R, ZTC e
GRS A AT A R . IR AT DU ROE B (B T B2 1% 8
HHEHERTTE)

[0156] W] LLIE I 2 Fluds 7200 838 it FH AR A FF 4T —hPG B v FEHi, IR 5 B2 R
BN EKA LA IR RS B R = Y . AT RS I U T S B A IR 70
B T AR 32303 e B PR RN 7™ 1 R 2 i3 1 SRR o B mT DA i K i
W I B NS

[0157]1 A DALV A E S U A A F T —hPC 508 FEHUE B A7) E I K7 &
IR 5. X PB4 7] DL & B nE AR T 5mg &2 5g, 640 10mg %2 1g 8% 20 %2
50mg . ELH T Bl AR IR T IR IE B 201815, FH T AR A FF 07T 24 FH 8 T LR 2 Rl K.
[0158]  m] DLjd i K B A Ay BB 10 4 B 1 bk 5 n] 3k i A S P d o R A B AT 24 3
M T ) SRR R (B R ST A AR RR O ok ) (RIZE ph i) &5 50 B 77 SR8
(isotonifier) AE B F A4 LG Ju A A A H A Z FHAR I ) 1B & B A A HF K24
W& NG T BOK AR AT R 4F. W Remington’ s Pharmaceutical Sciences, 5
16 iz (Osol Zi%H 1980) o IXSSES NI LA ZUAE B A F (55 S RN BE R %o 32 AR e 5 M

[0159]  ZZim 77 HE Bh4EFF pH 70T AL BE 26 AR IS BBl N o 04T T DAF2 4T 2mM 22 24 50mM ()3
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PRNRIEAEAE . &E T AL H SRR EFEAUATCHLER A H £ 3, tir R IR g2
W (OR8N - AT IR AR S TR R - AR IR =R A TR IR - TR TR —
WIREYAE) BRI S R (a0 BRI - BRI —PNIR -S4 BRI - AR 51 |
BEHIMR - BRHAMR AR AWAE) A TR MR (il A 1 — 1A BRI G I A TR — 1l
ARARAY AR - EEANR S ) EHRRE M (BIIEH R - LEHRR
—HNIRE Y B R IR - (R IR R AW IEHRIR— 8 - iR IR RS ) A
WERRZE . (I an e e R — R BRBNVR A ) i P R — AL IR &4 AR R — 73 P R
RAYE) R (BIERR - ERINE A IR - EE RS B IR - BRI
RAEYE) IR (B ALER - ALBREE A4 LR - AR 51 LR — LR
REME) MOBREMNE (BN - ZRWWEEY). LR - EE RS ) » sk,
A DA IR TR 22 1Pl A 2 BR G2 i M = R ik (i Tris) o
[0160] A DAIDABGE AR Z ALK, BTl 0. 2% -1% (w/v) BIYEHEIR =N
No &EHHTARAFIP B AEREN R (1) 5 8 052 208 R S R R IR A
B\ R R R AL R b i) (& A R A AR ) L =R
FRUGTF2 B OR FR R e B ( onh 32 B o8 FY G FR R B TAT B ) S AR OR %y [A) R By PR COEE A
3- K. AILUIIAESR (AN RER”) R RA A RE A G BT, K
045 2 TTRE BT, 1 Q0 = Je A BE B e PR B, QT = AR B I BB I L AR B 1L B i AT
FRlE. FOENE— KIEWUEA, H Iy aen] LA 7057 22 85 08 Ve oy 7 77 B Bh B7 A2 11 BOAY B
TASREER AN . WAEAEE P LR 2 ohiEE ( B30 d1) sl BRI, ARSI i
M H 2R S ARG R A B A AR AR L- 7o IR 2- RN AR AR
IR AN EOREEE, WL RN K TR H B B 1L B R W I % B I VLR
(myoinisitol) . FLMERE . TN =W 4%, LRI 2 0%, (LA (inositol) ;3R & FF (&AM
REY s SOEIER], Wk A BOH IR IR R S RN AR o - BRARH IR AR
IR AR FEZ IR (F1 10 NRAEESCEDRRIERIR ) & Ak, wAMEA & 4
MiE A& BB R IE BRE 5K R AW, WK LA ML Be B 5 S, TR  H 52
DR R IR s N, TR IR R O, 0 N s 20, A R . AR ] AL
FROY EERIETEE AR 0. 1 & 10, 000 4 EEAF A
[0161] AT LAINAAE B AR VS PRI B Y 7] (AR Vi) Sk BE a7,
PASARGIGYT P i S 32 e 2 1 SR A, HOAd o v i 50 B T N 7 B D 3R T i A 3
HAERAM, &ERHES AR m G ARG 5 L BLEE R (20,80 25 ) | polyoxamer (184,
188 %5 )  Z KEE . KA LA L AL E £ (TWEEN®-20. TWEEN®-80 %) . 4F
SRR TER BT PLLAZ) 0. 05mg/ml &%) 1. Omg/ml, B T0Z] 0. 07mg/ml £ 0. 2mg/m]1 [)
[0162]  HAth ZFRIEFEFEIE AR (Flwdek ) EA7 (Fa EDTA) JHrE 7R (4
PR IR PR AR 4EAE R B) AIE 7
[0163] T -PC Hyw FEHUAT] DL AR —PhER 2 Mgt -PG B odBEHUARIR G 5T
18T CRC [ HAR 25 AVR A B A & Bl B oAt CRCYFVAME A « T SOt B 4 & i B
JTIER LA
[0164] AN H AL P -hPC LR duis (BHETAEREY) BAYERIE.
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29N & RS TP AT —hPG BB ya RS (a0 LLVR T8 SNEAE N KiE ) ML
) — PP 2 Pl A

[0165] @M N LTk (58 —IRI7 7

[0166] @M TPt ~hPG B FLFEHUAR R AL &, a0y 52 (pen) VBT AN / BES A oF0
[0167] @M TEEIUE (WRIUEEGH TR ) K25 HHKEEZ M

[0168] W] LA HEIEEE AL F & BP0 -hPG B ik, HilH &l L& — e E
MEAIFE (B LA & A AR E . PO SBAR & A SRA R &\ ERAT
FE TR FNEREL ) o ERARLIETT R F, &% — DB AL & S A P 2R 8
TEHET.

[0169] ARG E

[0170] I DIOSE B FUH 25 3 200 &, B s 78 75 20052 503 iR97 CRC A 23U
AT AEST -PC B PRSI A S, 7] DLEGRIT ARG EX B (Bl A2
&) A ARG PG B EBURI A G . AU “YRIT AR I E 2R
TIRIT AL E . /8 CRCITIERIE 5t T s Ak fis CRC T = s , ALFE DA R H AT —Fb
BH A G A7 hERIE CRC iR (Bl E I EER— R R T B ) 7 1B
HEIR CRC R BUR AE [ 0 2 B AL BRI CRC AP E (4G CRC IZEAA ) #IH CRC e
40 BRI TE . CRC ifed K/INER CRC ity 2 H L BUFEAIK PG LG 7K

[0171]  Frits FH B A PEST —PG B 5e B FiAA i B0 Bk T 2 BRI 3R, B FE FITVa JT 1 CRC 1)
PRI B, it FH BT 2R @ R R AL, Ye 9T 77 4R (9 e A8 FH A 3897550, Friasr i A
152 3 A R IE , BT ia )T B8 B3 X HT -PG 5 v FEBUAR B BB . AR E R A R AT
PAZS 2y Ul 5 W& 40 e B, R ARG JUE R & SR & . Al DURIE R EE B N E
S I EIAE AT, AT DAFERE T8 1 PR 28 e b L B PRI 2 & A / B . ] DUl A
STIHE AN T2 TN A IS 67 R R 8 & Y R S AR IT T &

[0172] BT A] DAMARSN I E A v &8GR . a0, AT DATC i T 3047 i RS 46 575 &k 1A 2
PU -PG B8 B B IO 18 PR MK BT % P2, 1229k P A T B s T A4 4 & R0 i B A 2R BoAAk 1)
S GoEMN T7. TS EARBUAR R AR FH 22k T R 201X 8 I v BT TR 1R = R A
TR ARANRBIEE HIEHEZN. 23F 7 &% Goodman 1 Gilman ) The Pharmaceutical
Basis of Therapeutics, 28 1 3, B¢ 5K, Pagamonon Press ] Fingl&Woodbury,“General
Principles” &H A 5| F IS % i RIRETE = .

[0173]  FTDAMAE AR (sl ) fhihEshmE. H TR GG 9T CRC D)
R BN IBE R AR UIE A F . BEAE, T SCSREE A T CRC B IEAL, HIEE AR N 7
A DU L 2 X 2515 BRI 1&E A T A A 7 &

[0174]  BRRT B IT B E 245 2518 15 S OS2 AR e AR AR, AR A FF R Ak
Pt —hPG B g FEFUAR 1A 800 & 7T LAE RS 300 (1 a0 PRast v 5 ) 22 ke B0 4
T £ 0. 001 24 75mg/ ke, BUAFS SR (B I PROEVES ) T H L 2 Y H B 42 ) H 15
£ 0.01-5000 1 g/ml [ ULTEHSE BTG A, BOLAAESA ZGEEBUE . 7R3 SE 77 2=,
MR E AT WAREZ 0.5 0g 2250 ug RIVEHE P, Bl a5 T ik E L) 3ug £
301 go

[0175]  Jia ) & PR3 M KRS I DR Bk T 2 B R 3R, s AR e AR AR . R
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P TR U 2 AR LRI 2 AEZ 6 MHSAMHES F.6 MHE 1 F81 2 4.
8 MH=ZE I8N H. Ak, ey T SRt B H , Bl f R — IR EERIR VB R L =
RhR—EAHEE—ANH. Al AR EBEA RN EREiEH . TR S
RIS ZIRPL IR AR 7SR IR IR ILIR T IRECE 24k . 7] DAE N Bk &
AT T RN (BlmAE— A ZE A A SN A FEERERKE
A ) HEAVRTT A SRR -hPG B SR

[0176]  JRITTTiE

[0177]  ARAFFFF AT -hPG 5w AR FE K PG iR 2 (BLFE4H Mg TE ) 1IRE
SN H TWRIT S ERE. Rk, 75— 7710, AR A FRALER & 21 B higyT
CRC BI77¥%. W8, & IT A B FH G IT A E AR AT R PEST -hPC g fEdT
1

[0178] X[ HJE AR AF HIHT -hPG B g AR “ 32303 ” B0 B ik R L3,
AR (Bl A KR EE ) BUR K (BB ) o i FHBUEE T LU
N WS N B F B LRHE R

[0179] & & T HU -hPG HEIgBEFUAITVER B E L2 W A EA CRC I EE . CRC T LB T1T
BB T G RPN BC BRI . 1 B 132 305 BF5 A CRC M8 (n FARIBITBIARE
FARBIT ) WG CFEREBBUIGSEM R EF B ASEER (64 RAS B APC)
P57 AR I ML I CRC e 1) 3 D 2 BUIE 52 53T -hPG HE g B fu iy T VA4l & B B
Pt -hPG 53 FEHUARI T VA HoAth CRC I VA B . Hofth CRCITVAEFREAIR T F XA R
MBS FIRIRTT TR ARV — Rk 2 Fh ARG 7 M BUATRIT

[0180] T —hPG FUARIT VL] DL —FhE 2 P Ath v )7 41 & 8 B — P a2 P HAR YR T .
A6 YT = PR ) 12 b A 48 AR SR A 2 TR T BT AR VIR AR T

[0181]  $T ~hPG B FEFE BT T VL T AR B HARYR T, BFEF A VIR .

[0182]  ASCIRMELELAVRIT I B B e H 2D PR 255, Ko B — R R A FF 5l
PEBU —hPG B v B SR, PSS RS RTINS —hPG B e R TR IRTT
] LA E] R 3 20 it FH

[0183]  HIARSCHTE A, W ARAE R — K (B 07E Rl — R B E wis B IR) ) X &3 A e, W)
FRAAIPEDT —hPG B SE BRI SE R T RIS A . 4k A ml LIRS 1.2.3.4.5.6.7
B 8 /NI R AR MR, T RAEA R R B WA AT, MFRA A F 3T —hPG B SE B SN
B VRIT R A, B ] AR 1R 2 KRB 3R JE L2 A B LAY A R BE it A AR A )
Pt -hPG B g EHUARIE 3R TR 7EARAFHIT7EH, RAF BT -hPG BT FEHUA R
FI AT LSS T B8 T 55 3697 7 B0

[0184]  fEyAERR I P S2 51, W LA H s AR BT —hPG B sl B FoAR A — Y897 71— B
INF 1], SR S5 A8 55— B[] o 52 Bt AR A FF B 5t —hPG B v FE AR AL 369775

[0185]  ARAFFHIBLAIEIT AT LA™ A2 5 K1 B IS H R 2R, 42 (36 7T 28 b, A e Al
Pt —hPG B 3g FEHUR RIS R 7 FIERA DL IR R T A A A o R, 1X 282577 m] DAL TR
IREIEHEH , FEAREIVE B R RerEA / BO™ EJE

[0186] & —¥BIT AT LU IT . AIT A R PR T 0 1+ B R (R4
Mo B R B ML 0, AR A A AF A FE AR AR 2 KA AT A
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W NG PAk B H At ik . 38 B AT ) B SEB L FEEAN R T 1- 2 S 25— UK B
B A K% (5—fluorouracil decarbazine) .6— &7 2 W4 6— B X 54 NEE IS | T 28 T8 25 D Bif
TR A& (aldesleukin) el 7l 7 BE P BE 54, 75 3 % (altretamine) | 2%
7T (amifostine) . fi] H &) Mt (anastrozole) . & M 5 2 (AMC) . #4522 73 24 57) i =8 — —
Sl (TD) (DDP) CMEE ) « & At = SV BIR S Ju AR R BuA I A R A BB e
BCG & 44 CHEME A )« i fth K AR BEBR BH 9 (betamethasone sodium phosphate) HIfE g %
fifs K ¥4 (betamethasone acetate) . tb & % (bicalutamide) . IR FR T R &FE 2. AW %
(busulfan) . calcium leucouorin. INHZEFE & RIGAREE (capecitabine) \ B R H1% . ¥&
5E] 7] (lomustine, CONU) . £ ] V] (carmustine, BSNU) . 7 T R &S+ (Chlorambucil) .
R L v pr JE ¥ (Cladribine)  BKK A 25 8% 5 BEWC R IR BE % . Cyclothosphamide. f]
R8T B A L A M TR 3R B BRI % (Cytoxan) UMK % (Dacarbazine) . B A %
R HEAEER (ZHIHNHAER) RRLAER TERTAER S A R mIt )
(denileukin diftitox) .4 B4 (Dexrazoxane) . ~IR H #E B (Dibromomannitol) . —
IR IJH T = A (dihydroxy anthracin dione).% PifihZ (Docetaxel) . Tk £ 7 7] B
(dolasetron mesylate).thfE 2 b £ (doxorubicin HCL) . JE KM (dronabinol) . K
WP A (E. coli) L— R AW Gl b MR AR 2L AN AR B2 — o JBRCSCIREEJE (Erwinia) L- K
28Tk Pz I I A0 SR 25 E B ME R IT IR B (estramustine phosphate sodium) . R4k
CEEVHRMERTE K B iR (etidronate) . etoposide citrororum factor. i g K FE VA H
(etoposide phosphate).dE4&a] = (filgrastim).b— B AR E (floxuridine) . & FE M
(fluconazole) L FIAFiVE (fludarabine phosphate) . IR EENE (fluorouracil) . F
fih iz (Flutamide) « B3 Bt P & 2\ £ B2 75 P i (gemcitabine HCL) M B¢ 5t 0 2% I 1R
K& (goserelin acetate) EIATEIK D $hERFS 537 7) B (granisetron HCL) . ¥ 3EH%R
HRMPIL A (idarubicin HCL) SR IEEEERL (ifosfamide) . TILE a —2b. R P 37 H
FE (irinotecan HCL) .l it (letrozole) WM EE4S (leucovorin calcium) . B S = A
FH; (leuprolide acetate) . EhER A HEWKME (levamisole HCL) .| Z K[A (lidocaine) .
% 5L A 7T (lomustine) « 3 B K 2 A Y0l 5 1R & I+ (mechlorethamine HCL) . fii fg FF
¥ B (medroxyprogesterone acetate) . B R FF Hi 2% ] (megestrol acetate) . £h /&
% V54 (melphalan HCL) | #% J£ P2 1% (mercaptipurine) . 35 @) 4 (mesna) . & FF Mg 14, FF
S e E R 2 HE R COKIEIE (mitotane) KFEREEE (mitoxantrone) . J& & K
¥r (nilutamide) . B BR B g i (octreotide acetate). £h &8 5 /1 &) F (ondansetron
HCL) . B0 R 40 (oxaliplatin) « 58 A2 B MK BE PR — %M (pamidronate disodium) . M5
A fit T (pentostatin) . #: 18 & R = F W, plimycin, B RE A 7TH AWK R AR
& 20 (polifeprosan 20) . A Wy @ 44 (porfimer sodium). ¥ & & [ (procaine) . £} &
WK E Mt (procarbazine HCL) . 0» 18 % (propranolol) . | % & B 3 (rituximab) . ¥»
¥ 7] 5 (sargramostim) . B IR 7 % R = K A & (tamoxifen) . B 42 B (taxol) . & N
B (tegafur) . K B = MEL B, tenoposide. B ES. T R A (tetracaine) . thioepa
chlorambuci | ERAL S NERS R UR (thiotepa) « shERFAFM % HE (topotecan HCL) . ¥ iR
HHiKZS (toremifene citrate) I ZEk B 41 (trastuzumab) .4 A /8 (tretinoin) . JKZE
tb 2 (valrubicin) iR ME K FE W (vinblastine sulfate).ffi 8 K F Fr i (vincristine
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sulfate) FIVEAER KEHEHVE (vinorelbine tartrate) .

[0187] W] DAXFEESZ AT A & 10 75 B30T 45 W B Ve v 97 10 55 38 i F AR SC R A 1
FMEST -hPG BT FEdUAR . REPEAIT FIA A B4 5- FUREERE GFU) 5EHER ( FELIY
AMERELY) A s R fhiE s pRmsng (UFT) AL FRH & & na -5 IResng (UFT) Aw
RAA WY RS 5FU AABE RRA S (VB RS RIGMEAS 208 FRCE
SRU B B R Pl & o I ] BB A SCAT A H AL 7 I HAh A A

[0188]  fIAH AR VRN, CUAE I PR RS A 3 F AR AT A A B 45 B B s AT 77 48
AT T AR L. IXETT RiE T DLy T RRARS R KON, HAHE 5FU Mayo.5FU Roswell Park.
LVFU2, FOLFOX. FOLFOX4. FOLFOX6. bFOL. FUFOX, FOLFIRI. IFL. XELOX. CAPOX. XELIRI,
CAPTRI.FOLFOXIRT. MW.f5|f1 Chau, I. %, 2009, Br. J. Cancer 100 :1704-19 fl Field,K. &%,
2007, World J.Gastroenterol. 13 :3806-15, iX P ks SCRRER S| FIE NS % .

[0189] A AIME T ~hPG 5 3w B2 Hifdid v DL H ARG 7 bk & R I, BT -hPG B
v FEPUAR ST IR AT LS AN [F) 53 e B B AR 40 5, B B AN [R) 58 v B S 44 it FH , 4 AN PR T
Pt —EGFR (EGF 324& ) B yd BEHUAABPT -VEGE v FEHuiE . T —EGFR HUAR R H AR SL ] .55 70
ZH BPL (cetuximab) Al panitumumab. 7T ~VEGF A& 12 AL L4 2 bevacizumab,

[0190]  FH#L —hPG HUAsAs Ay 5B WA 2R

[0191]  Ht -PG B yFEHUAE (FRAPEBEEFNIPE ) & T4 PG A I SLA , Tz CRC
BRI 32 A CRC BIMEH o PRI, — 7710, AR A 4R b AE 3 RS W 46 i B IR 1 77
%, HAFE AR A BP0 -hPG By FEHUARIINE K B BF SRR B RN E. W,
T3 P2 W 4 1 B I TV A4E R AR A BIHT —hPG 5 vw B HTAR TN &0k B A8 IO A it
H T B W 2, oA, B 20pM B 400pM BT B IR R I R4S RIE R E M E . 7 BE
40 98 T3 2R ZHZUR / B M R i U AT B i 3. ] DAFH AR sk O i/ B
A SC A AU 52 #E4T hPG A, 40 BLTSA 20030 ELISA S ENE (Western E[IIE ) L &L
JE . BIACORE i A%,

[0192] AR SCHTdR H, B B WA & A B R 2R = & 5 L 2 AF 2 1K
2o ARICATIRGHT WL IR AD T VR0 S A DU AS [B) T oA B Wb 2 LR P (L5 P
7)) B hPGe PR, 7R HARSL 7T 22, AR SR ELTSA A5l hPG, H A 455 A 43 i) 422 [+
hPG (1) N i Al C 3 T BIFR T hPG 34k . 78—z 7y 2, TR PR A diik 2 — &R
SRR -hPG BB TE SR . 20pM £ 400pM Y A () hPG 7K V487 45 B ELIA I -

[0193]  —/ZIfi 5, AHT —hPG BT TR hPG /KA IEI T . & 45 T DAER
Pt hPG IEE— “Hi3R” JuikpIR I (20 96 FLARFIIFL ) « FFRPUIET] LLZ B 455 hPG [
C mm B N I BT —hPG Pk . B PG, I ERE N 2 3R 1w, B & — B A R E ik
FEREBRRE AP, FHIMAEH I hPG KI5 Kl FUARER . K BuiA e L
ASCHTIRHT -hPG B FEFE ST o AT —F, REZR PUA L A& AR THZRIUA R . 41
W, TR IR BUE LS A hPG 1 C I ik XI5, WIS B BRI BuAs ] LA 456 hPG 1 N s Ik [X 45
k. SRErT DLEHE: (an el ek il suds 5 el ke bRt g & ) Bz Gl s &Rl
Pt ~hPG Uik BIARic =3t ) A IET B =K.

[0194]  fEHAKSEIETT S, #2240 AN RS S 0 & hPG 7K-F-o ] 0.5 A 10  g/mL 2Z [H]
H C ¥t —hPG 2 FLFE HUAR LA 96 FL I & e ROITFIE AT & - S8 J5 7£ PBS—Tween (0. 05% )
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VeI AR =R, FEHE 2% (w/v) BRREWKS () PBS—Tween (0. 05% ) 3 1. 43 BILE & 47 B
T (140 PBS-Tween0. 05 % ) A il & DUAAE i 6F HEARE i (25 (188 PG B M I 2R BRI 375 448 )
J2#3 5pM (0. 5X 107M) 125 0. InM (1 X 107°M) Z [B[ hPG & bnifk (FRREAE PG B M LK 8K
MG F IR T hPG) o FEALAE I AR [ 37 CHFE B R 5 2 8 4 /N, B & et 76 21°CIF F 12
216 /pf. JFE S5, FH PBS-Tween (0. 05% ) Jeif AR =%, 3£/ 0. 001 A1 0. 1 u g/mL Z [
5 BRI E AL (HRP) (Nakane 2§, 1974, J. Histochem. Cytochem. 22 (12) :1084-1091)
IR AR SCHTIR N bt —hPG B g BEHUALE 21 CHR & 30 7381 RJ57E PBS-Tween (0. 05% )
FRI AR =K, FFAE 21°CINN HRP JEY) 15 2%h . BTN 100 1 LO. 5M AR ER R & 1L M,
FEAE 405nm FREUEE LI E 45 R . it 5 MATE B hPG S35 brifk i I & 45 SR A0 2 0 An v il
2 LA R 52 JUARAE i hPG 7KF .

[0195] I8, ST RANETIESWEE, WiE R SR H 2204, DARIE S I ks 25
[ HAhAZ N T2 CRC RIl43 R 5 AN B < B 0 (PR T 45 i B EL I B B 9 2 B AE ) P B
| (S B B B P9 RE A B RE ) B B 2 (3 JR o 45 i R A R L T AR I bk EL 5 B i )
BB 3 (DT 45 B ol B B JEL (R apk ER 5 A 23 e ) R B 4 ( B B R AR oAb 3 4 11
FEIE ) o MAZUEN GF, & BRI RIEEKBENEEER 238 AEY, BE
BUR N EATAER I (RDIRRBURE ) o A n DL =4 ARBAEE E R B AR
(MRS PSP R ) FURE o MRdR 1 2 PR A2 T DA D B M S A ) B T BT » e S A 7 e 1
NG H A2 =R 2152258 0% (tubular) VEURGER (tubulovillous) FIZEE IR
(villous) . MG H A LU0 i - MR B T (B ) IR W FRIRAE s (signet ring
adenocarcinoma) i 4 [ J8g AR 28 P 43300 iR Je

[0196] 5 HAETZW CRC ()T BIAF], A A FFAR LA B Z AT 2H 23 2 53 B 43 2K 101
BT R T A ILYRASE &t 5 (1) hPG ZKCF BN & 45 B R12 W CRC 32 FH 515 eah, AR
FHTTE TR BE G T 90 -hPG F LR BRI T L) CRC &, AN L8 A = T4 12
Wi

[0197]  1LiF PG K P TPl CRCYGIT I Zh AR DRI, AR A FF4 46 T il 465 W B e
SPIERIA RO R 790, A RR I BT CRCVAIT KB TP PG /Ko FT M N 45 i B e
SPVERAE RUME R TR A A R4 PG ¥ 8 B Pk I 50 8 #E4T 45 W B VA )T 1
W B W B3 H ) hPG ZKSF, Jorb, 697 i R FP AR ER hPG /K [ PEAR FR 7R IR 97 Th %
Bl a0, m] LAIREUE 3 FEFE hPG K58 — I E 45 1, SR 5170 B B2 45 W B e 1697 1 )
I ELZ JAIRAUE I EL R . SRG LA M E LR, hP6 KRBT R 1A T i Ab
[0198]  —J5 M, AAHRMAE I -hPe BT EHE (BREFRAEREY) K2R &,
AR S5 B D — R AR A F I -hPG B g A (480 LA T R E /K& )
F—F 2 Bl AT BT 28000 52 R (I FR Rl 590 -hPG 5 vl BEHUAR 45 & AR L BT
A BRIC PR B 24 S 3 A FAE BEPEXCH BE AT S5 R T 20 hPGL B PEXTRR ) O,
fEBAR ST 2, WS S AL -hPG Ji ik, HohiZdiis s i) 2 b — i -hPG Hog
BEPUIAR. Al 55 PR R £ v -hPG Fiik. 75— ST R, A A FHRF &R
A SCHTIA N st —hPG R FEFE A

[0199] A LA#% ESCFTRARICHT -hPG $ifk. &deth, w77 &n] LA & Fric ik, i%hric i
LSS -hPG BT HIE, HS5BEE A . $U -hPG ¥ vg B SR B A BuAA 5 1 -T-46 0 (1) il
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A, ) AT AL S i B I 75 IR AN PR (9] ot w0 ¢ AR £ B B O A )
JRPIHTAE ) o AL, AT LA B H AR AR IR, ads e ) SRR (A P 2% iR B AR 2
) SFe WG T IS P —hPG B e FEBUAR AT DA B 58 AE [ R, B & i,
A A S AT DG SR [ e AR L BRI R R T (B ) o AR 2O 2 R
[RIAE XS &, PAAE R BV VR R FR A SE i LA Il s RBPE IS o udde i At 55 ] LAAE
NAEBIEFIN T CEHERNGET) 2t (RS ), HIE R IR AL B A& K FE )
BIRIVE

[0200]  AGRIE AT DV FE S AW T SE it Ul B (s ) iR SR BARIE S
R RS BET EIA R B EAIAN IR TIX 88 . AR K B %5 FE BB fi 7 iX SR Ui B IR e 41
FEIR s Y P B o XSRS BFEA R T A E N (Bnmist i e 86
F) OEEEEA (B0 CD ROM) SF. IXSEES 7T A FE IR ALIX 2648 TR TR 3h st
1]

[0201]  10. SEjEH

[0202] DA SEa o) & Ut B 1 5, 1 EE & AERR .

[0203]  SEEMA] 1 HURT WA 28 ) L e R B AR ) 7= AR

[0204] A HIj B WAz I Sz IR

[0205]  77AE T LRk G JFORA R ™ AL ST HT B WA 2R B v FEBUAR I 22 5898« 2 1l FH k™ A2
Z i EPUARIPUR (4K ART B EFEET hPG 195 70 22 80 M4uE i ) KRee ' FEUR
i B Ho % B B AR PG e R S v FE AR 0 SCE PR R IA , 14 2 B R AN K1) 3T
Ji (AR A AN Al C im AT — im0 & hPG F5 A P51 ) BE/EZI P S 7R 0%
SN E, FEH T2 A=At 20 FhASE BT hPG ) BB BEPUA R 2480 . A NI AT,
£ 5 hPG (%R AL 55 22 80 (AR — L83k WL T HoAh B Wb R LR AT AR ) B9 U G 9% Ji i 2
M= A T 0 hPG R SR e REBUAR . IR T RTINS i

[0206]
.2
B RER GRS A L d
1 AR H 3% (SEQ ID NO:20) 0*
1 (SEQ ID NO:26)-Ahx-Cys-BSA 2
2 (SEQ ID NO:26)-Ahx-Cys-KLH 2
3 (SEQ ID NO:26)-Ahx-Cys-KLLH 8
1 BSA-Cys-Ahx-Ahx-(SEQ ID NO:97) 0
2 KLH-Cys-Ahx-Ahx-(SEQ ID NO:97) 0
3 KLH-Cys-Ahx-Ahx-(SEQ ID NO:96) 10

DT-Cys-Ahx-Ahx-(SEQ ID NO:96) 3
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[0207] S S ZE /N BROR S AT )% N2

[0208] g FHJIK 7 Z RN 422 Sk B A 5 1l AR i FHOE 4 0 22 3R (491040 MBS [1] 5 >R i IV i
HE R F B2 -N- B R R M IR ) I B B —SMCC (4- [N— SR B WP i S R 2 ] 3R
OobE —1- R ER L BRI ML IR )) 541G A& (BSA) « RLFLAR I 85 1 (KLH) B¢
BEEE (DT) BRI, # HEAR U O A BB AR il % 2% 2 H B % I . (Coligan JE
ZE, Current protocols in Immunology, 2f 2 %, New York :John Wiley and Sons ;1996,
9.0.1-9.0. 15 T ;Harlow DL.Antibodies :A Laboratory Manual.NewYork :Cold Spring
Harbor Laboratory ;1998,72-87 71 ) . BTl 4k 2 5 B I A IRV B2 O
1% (Ahx) #%3E.

[0209]  ZE=ASRIGHIERE A, N s G2 VRS Balb/c /NER 4 2 5 IR, H C I %)% 5
VEST 2 & 4 e BRRIESHH Ribi Alun BUSB IRAEFIEH 10 1w g HIEJE.

[0210] 4 ffu fk &5 A 2 2 Jeg i ke

[0211]  JEEE A S0 R 1) ELTSA I 1ok B &R R /N BRI ILYE , FF B B G )% N & (1)
ANRBCEE RGN . HI R 4 R A4 5 Sp2 B e 4l Rl &, #2581 15, 000 £ 35, 000
AN 2 FE R APAE 96 FLAR T o A IREE VRN VSRS RN 8 R 2 (HAT $558 48 )
ERRRLA A

[0212]  #id ELISA X5 Sz E MK AT B bR &G R IRk S m) Hig. #1477
=Rk, AR DR FERR B 7 A U A4 hPG AT 50 % i IR 28 A2/

[0213]  FH R 3CHrd ELTSA FRAT 1 IW5E 5 AN A PG IR 45 A 10 58 I8 A1 B v A4 i A%% o
FH DGR R R T e B 5 BR A0 i L 55— RN S8 30 P e FE 1K) PG 455, DAL ISAE B XS PG (5 HAth
H IR RATAERCAE L ) e

[0214]  f&1 5 Z, & A — B ANE G B IR i R 22 b #h 78 W (PBS) /£ 4°C it
T 96 FUHR, 2R 5 F BRI TEVR (PBS 10, 1% Tween—20) ¥eidfL =¥, &L 100 u L ]
VR (PBS.0. 1% Tween—20.0. 1% -1 F 85 I ERIR B UK MY ) AE 22°CHEE 2 /M. 3
G BEAL =00 I —dudk (FedllE Bdudk ) o AT B ] i RGO 440 e 75 32 10 ~F Al
R EEANFLINN K B 2RI 58 ) 2 35 55010 50 v L 35558 BI5 o AEXF 5 7o B Fri A AT 19 00 52
F, AR LA NN 100 1 L 54 AR PBS AT 0. 1% Tween—20. #RJG/E 22°CHF & AR
2 /NI, SR TG FEBREE — PURTE L, HAEBE B IR (3X100 v L Feif i, W ESCHrfa ) e
BN IR B TR R PR S AR Pk, HSEERER. B ik 2 5 HR
I SE AR LA L 25T — /MR TG (Fe) itk FIEE 3R & 1/, RN A
100 v L JRPDVEW (10 Fast OPD BARZE % 3hFR, Al M Sigma-Aldrich Co. 3R1%, %)
KW ULHECH] ) , JFAE 22° CEEFIEE 20 28h. A G N 50 u LAN BRER k4 1k [ B, IF:
T AE 492nm WEOLEFE (0.D.) RIMEEBILKIRY &, KMHEAESGIUERE— (Ul
) FUERE R E] . R38N AT, B TSR350 19 B 1Y, 4 oD I & 45 FAE iR
SR R BR B E R B 0. D. 7E 0. 2 F1 1. 5 Z 18], WP RE ST A PG ik
FHPE . FAHRIR 0. D. ZE4) (bracket) R4 5E 456 F T HRh A B4 ) o0 PR IR I B4
[0215]  FH-T-I5E B A BRI T

[0216]
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/b FRIE 2%

Greiner Microlon 96 FLAR Dutscher #655092

10 X DPBS Dutscher #P04-53500
Tween—20 Sigma #63158

BSA ( FH T H1 ) Euromedex £04-100-810-C
KRB EE A ( FHRACE BSA ) Sigma 22090

A9 BIF, BN Bk C i v FE BAA BioRéalités WA AR
A YRR L SEHT - VB 16 (Fe) Thermo #31439

Fast OPD Sigma #P9187

95-97 % R iR Sigma #30743

[0217] P F Ui 2% s AN B S B B AR AR s B PE AR T R

[0218]
¥ %6 Bk k& 2
BSA Euromedex | # 04-100-810-C
FHANEE BioRéalités | McQueen %, 2002, J. Protein
Chem., 21(7):465-471.
AFBE 1 (G-17) Sigma # 53673
HRBEKE G s%E 17 | Auspep # S10082
(G-Gly)
KLH Pierce # 77653
(Perbio)
Cs#MEK (CTFP) | Auspep # R41345

[0219] 4% McQueen %, 2002, J. Protein Chem. 21 :465-471 I prid#H4T /DSB8 0Cck =4 &
HANFT B R, 652, H7E PGEX-GST-TEV F:45% (GE Healthcare) 54K AR BIbER
FER R Bk 554k BL21 DE3 Star 40BN (InVitrogen) . ZE5 4 0. 5mM IPTG ) LB £ 553
b 37 CEFFRANE 3 /M. ] French Press BEREAN B UTUE , FEE I &0 20 0] 75 DL A AT V5
125y o SR8, LA B H ISR 2 B A GST FRic i hPG, FMR S iS00 55 N1a (TEV) 22 H
A GST 1% PGo sefa, A s I 22 i (10mM Hepes. 0. 5% BSAL pH 7. 4) i#&#fr PG,
[0220] S BEREZRACH, R T Se BRI 38 o ARG DL N ARG BERA M2 589 < (1) PG Al 40 )%
JREF IR 5 (2) FURTIAEXT BRI TT 5 (3) AT ANMIAE K 5 (4) FUdk s sF1 (B) AT IR I
TR I E A PRSI R .

[0221] T4, @it b SCHTIA ELTSA (50 v L1/2 FBEAE I 5E AR PBS () g ) il
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TR A IE . a0 A hPG BCH RIS B S % R R0 58 0. D. Il B 45 3
7E0. 2 K 1. 5 Z [, WK A8V R o VB NEE e 5 — Fndt, AR S5 Hofh B i 3 0
DRIATAE IR ) 46 & I Bl 2 SR B v B 48 456 BBk Z I & Dok B AL IS S Ak BAE &
PBS FIX HESLI - 38M5 5 2 M4 it LR E 2% 7.

[0222] TSR0 F3RA4E, T FSCHTR S hPG 454 ELISA I 5E 7 Fidk i R3FRE.
TN S HUAAR I E AR ERRE A 0.0, 1.0, 3.1.3.10.30.100ng/ml « F-T C ImHuAk i 2 i br
R4 0.0. 03,0, 1.0. 3.1.3.10.30ng/ml .

[0223] £ PRI B W Sk DAl I 2 56 RAES SRR A8 AN i A K. FilA4n
MR AERZ PG 48 /NI IS IR L. AT RPIFRE CBHeik 1 5 MR A5 1 ¢ 10
H—FREZ D 2 ) SRETE 48 /NI AT BB MBSk A 78 A K . BBk E 2
IR AE 10 2% 52988 AT B R R 2 P, 48 /NI S 70 R WS . B X MR - R - W
507 WHFR =K, SR G W 2R 58I v o3 i 2 AR Bt

[0224]  @EIEH] ESCHTA hPG A4 BiG R RPFRE (1/2.1/20.1/200.1/500,1/1000.
1/2000) 34T ELISA SRR FoAR 54 o

[0225]  JEL 4% 0.6 4HAE / LI 8K SOl BURSSI B Pl AE 96 LR T IF I & 1 Ja Skl 52
BygBEPE. PR, 38T ELTSA £ X hPG 254015 175, iR 220 90 % Sis 4l e LA —
BIK) OD B R A TE FEAR I v B 11 5T

[0226]  HUAKHT B WA I B FE DA

[0227]  HMHEHAARTBWERE ( LX) #M =R/NRF e — R G EReEE/ N R
S HA AR AT m ARG 0 B 0 % NS B SCTIA BLISA AR S PG K45 6. RiFITELS .
[0228]  HURT B WA N i 55w FE Bk

[0229] 0 bSCHrda tH, BFRTPUE AR TN I B S BE LA, i PR AL hPG B9BRIE 1 & 14,
HZ B 14 5 EE 515 C 5l Ahx—Cys 45k (SWKPRSQQPDAPLG-Ahx—Cys (SEQ 1D NO :26)) 54
MiFHEEE (BSA) BRLLBITE 85 (KLH) 342,

[0230]  7EES—skEHh, AR BSA B9 N wmikddt 7 = H/h R fEARE = R/ANR R m
R B4 R#EAT R =1 aE S, — MG KRR RRE PC B E R &G wlE. 7EdE R
T 96 fLIR 1 AN ABLA T, — NEVA AT 4 NS PG H PG R 2 38R, ML
T BRI 1g6 WinkE. 5 MBS E T BAMEE R 1e61 M4 PG H PG
FESFI R S s . S b, FE = RN A, 17 DN E 3 4450 (BT i I 2 AR 1Y
0.74% ) N PG FI9 )% IR 45 A B PE, W st g 7 A 9 DNBAMEAI R R, A FA ABA M 186
IR Rk, 55 —SLI0 A0 JLEC W Sa bR Jo 7 A8 T AR FREE X 9% S5 hPG BRI YE S 5 (“PG
A7 M), EAGA A B W s AL FATEM (“PG R M) MR 53074
H1 -hPG MAb1 13T —hPG MAb 2 [IZ%5598 43B9G11 Fl WESH2GT

[0231] 738 —sg3eHh, A4 KLH i N o IREE R/ INBR o F Sp2 & Rlfe Mg AT 1 A i
Eo XA FE T, A —ANEE 7L T PG MG J5 BHPE v, Hots 2 PG 4 5 (1 v %
MILRG R T 1920 N IRACIE o VI 2 2588 FH G2 BRI A BE 2, i B R AN
BHME, BB A2 PG 1. HARMF, 297 26 288 X i@ ik R s FHIEF 5 (Z024 1920
AR 15. 5% ), Horf 124 NMISJERT B R AFAYE (6. 5% ) o AF7EXHI B WA 2 A H
ARG I A5 FH 1) # B AN 9 BH TP 1 36 AN 2R 3808 (B 1. 8% ) o TR 1920 D2 A8 Ie T R A
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12 AR AT PR P s RS A Al B MR HA S A Hoth B W = 2 R =i bk (U 2388
0. 6%, fEEE— e FXHIKAT / BT B W3 NI YER SRR 3. 6% ) o FERTIEFERT 12 4 a2
t, A 2 AN TEkE R0 R4 T ok 8 7K A TE R AR AT KR RAE . RIUL, 7E 0085 —s2ie
FE TR B4R 2000 AN ZA8 3 o, A B T 2 SRS B v R UA R va b (4 57 A2 51 —hPG
MAb3 11 MAb4 ] 6B5B11C10 ( =441 ~hPG MAb 3) F1 20D02C3G2 ( 7= 44 —hPG MAb4)) , 1%
TR RE RS 45 A hPG Az ik, HLE AR I Hofth B A 2 SE DR 7= W0 B % A B A 2% 1 A
FX; hPG (R R 77 . BRI RGIPEBUA#E T 18GL FIFRAL,

[0232] 7RSS =sEGrh, A58 SeaG A oA R B e IR RN R . R A B )% B
ZHIE RN R BB BT T Sp2 e BRI AL A . MR BB AR RS (RE
B RN B — DR 1) 3840 AN ZATH ) 5 BEXF PG AN G % SR 45 4 LA K PG R SRR Bi .
TER R, 6 DT TR PG B e I, MRS 162 A K SR ya BV B U A 0 o
A AR BE— PPN 3 N . Rk, S, A5 R & 27 1) 2. 9% (220/7680)
R PG A S FH P, Hort 0. 15% (12/7680) 9 RHE SR , [TUAC 1) B 25 0 o 3 2 Rl P B i 1)
SRR AT 0. 15% (6/7680) » BLSZIGF=H | A28 1E9AA4 (=4 HT ~hPG MAb 15) .
1E9D9B6 ( 7441 ~hPG MAb 16) \1C8D10F5 (A4t ~hPG MAb 17) \1ATC3F11 ( j"4A:$1 —hPG
MAb 18) \1B3B4F11 ( 7#4: 4 —hPG MAb 19) A 1C11F5ES ( F=4H1 —hPG MAb 20) .

[0233] AR IR SLIAE M v BE R By % 5 A AR R ) R IR KR B R
1 v B A (1) A A8 R I B AT A B

[0234]
A3
% AR B | PG'RR | PGHF | PGHHAHN
¥ %k | BLE | HEE | FlIgCRA
| 3 3

1 |(SEQ ID | 2304 |17 9 (0.39%) | 2 (0.087%)
NO:26)-Ahx-Cys-BSA (0.74%)

2 [ (SEQ ID| 1920 |124 12 (0.6%) | 2 (0.1%)
NO:26)-Ahx-Cys-KLLH (6.5%)

3 | (SEQ ID | 7680 | 220 12 6 (0.1%)
NO:26)-Ahx-Cys-KLLH (2.9%) (0.15%)

[0235] Bl B WAERM C im i s R Uik

[0236]  EFXTPUEAE T Comip e BEPUE, LA S hPG [FR AL 55 42 80, HZ48 H 26 hk ik
HUE ) N 3% Cys—Ahx—Ahx 4%k (Cys—Ahx—Ahx—QGPWLEEEEEAYGWMDFGRRSAEDEN (SEQ ID NO :
96)) 5 KLH 3¢ DT %82, 5 BSA B KLH 28 & (010 AL 7 hPG (5% 2L 70 2 80 1 /Nt Ji
(Cys—Ahx—Ahx-FGRRSAEDEN (SEQ ID NO :97)) K™= A2 258 I8 I 22 5 R R = AR AT v %
[0237]  BEAT T =K. FERTIAN RIS (R AEEERIAR ) o BT 0 e FE .
BART &, /R —SLI0H, 5 BSA IEZXT BT SEQ 1D NO <97 1 CumIRiEST T 4 R/MER.
B —DRUETHEARAT TG 828 . FE58 —SEI T, TS T 6 RN, FHAEH N o 5 KLH
HERIXT AT SEQ 1D NO =97 BUAKERAE H: C ¥ 55 KLH ZERERAT BT SEQ ID NO <97 HIR&-vE
W3 Re XTHE—FIE)RE, #H4T TRLE, IR T 2R 389 (H R 0 B B PG 45611 PG FF 5
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PERFHPERDE e FE . 0T 58 5% 5, A — RN R R N, REFATRES .

[0238]  7E&E =seibeh, {3 T A8 IE9E hPC B 1 C 3B A 26 S EEIE. HaE S
KLH B¢ DT 26 BT SEQ ID NO 296 BRI G )% JRE S AN /IN R o R B B S i M 2 1)
PR/ BRI R B AT T 5 Sp2 ‘B REE AN R G . AR RN — AN AR T 3840
ANRATIE . SR b AE PTG ) 7680 2R ACIE Y, 382 AN (5% ) N PG [H AN PG 4 5, 1]
W7 134 (0. 17% ) FasE RFH PRV 78 [% : 1B4A1ID11 ( =423 —hPG MAb 5) \ IBBALIF2 ( 7~
4 H1 -hPG MAb 6) . IB11E4B11( 7= 4 $1 -hPG MAb 7).1C10D3B9 ( /*# 4 $i —hPG MAb 8) .
D8F5B3 (=43t ~hPG MAb 9) \1IE1C7B4 (/=441 ~hPG MAb 10).2B4C8C8 ( 74 3T —hPG MAb
11) \2B11E6GA ( = 4= $T —hPG MAb 12) .206C3C7 ( 7 4 #ii —hPG MAb 13) .2H9F4B7 ( = 4=
BT -hPG MAb 14) \1F11F5E10 ( P24 30 -hPG MAb 21) IF11F5G9 ( =441 —hPG MAb 22) il
1A11F2C9 ( F=AE 3T -hPG MAb 23) .

[0239]  FREI/R&LISERNT) EBEE B BT ) 8 i 0 e 1 2 S 2 H PG R H
FE=F0 SO Ja i e FEbn e (AR BRod BEVE AR 58 ) A4 G PG M % R
1) 55 v FE AR ) AR A I B E A 4 e

[0240]
*.4
5% Py BHNA | PC'ERXBL | PGHANAL | PCHAHN® G
Loy 3 w % BN 3
BSA-#%-(SEQ ID o 0
1 NO:97) 3072 10 (0.32%) 9 (0.29%) 0
KLH- #%-(SEQID o o
2 NO97) 1920 27 (0.47%) 4.(0.07%) 0
(SEQ ID NO:97)- #
%-KLH 0 0 v
KLH-#3%-(SEQ ID 0 o o
3 NO:96) 3840 192 (5%) 17 (0.44%) 10 (0.26%)
DT-3k-(SEQ ID o 0 °
NO:96) 3840 190 (4.95%) | 13 (0.34%) 3 (0.08%)
[0241]  NRAVEIA B EFEHUR S EEATRIRR S 200
[0242]
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x5
¥ % EHAR ) | R DR Ig
MAD 1 43B9G1 1 IgGl
MADb 2 WESH2G7 1gGl
MAbD 3 6BSBIIC10 igGl
MADb 4 20D2C3G2 1gG1
MADb § 1B4A11DI11 1gGl
MAD 6 IB6A11F2 1eG1
MADb 7 IB11E4B11 1gGl
MAD 8 1C10D3B9 IgGl
MAD 9 JD8F5B3 1gGl
MAb 10 1E1C7B4 1gGl1
MADb 11 2B4C8C8 1gG1
MAb 12 2B11E6G4 IgGl
MAb 13 2C6C3C7 1gGl
MAb 14 2H9F4B7 1gGl1
MADb 15 1E9A4A4 1gGl
MADb 16 1E9D9B6 [gGl
MADb 17 1C8DI10F5 N.D.
MADb 18 1A7C3F11 1e6G2
MAb 19 1B3B4F11 1gG2
MADb 20 1C11FSE8 1gG2
MAD 21 IF11FSEI0 1eG2
MAD 22 1F11F5G9 1gG2
MADb 23 1A11F2C9 1e6G2

[0243]  #HBATIAAIT 464 (Treaty of Budapest) {78 1 24384 e 2 1B4A11D11 (MAb
5, TRk CNCM 1-4371) \1B6A11F2 (MAb 6, &5 5 CNCM 1-4372) \1B11E4B11 (MAb 7, fR7
= CNCM 1-4373) «2B4CSC8 (MAb 11, {575 CNCM T-4374) .2B11E6G4 (MAb 12, {558 5 CNCM
1-4375) Fil 1E9A4A4 (MAb 15, fR7K 5 CNCM 1-4376) , 3T 2010 4F 10 H 6 Hsv:E M ED
%5 P s (Collection Nationale de Cultures de Microorganisms(CNCM), Institut
Pasteur) , (222, v EL,

[0244] 71 —hPG 5 v B HTAA I ba B AN 7

[0245] ] LA ARSUEHE AN 53 CUET A SE BRI P B 2R A8 7 AR B SR e B ik . 4% R
SCHTIR IR T R E LA B3R 5 BT B 258 5 B 5 B A4

[0246]  FHFRAESCA T FEATIN 1 9 A B 2% 52 )R 6B5B1LCLO AT 20D2C3G2 7 AL [ 52 e B 171
EHIES. RS2, % U8 FH, A RNABee 3R77 (AMSBio H 'S CS-104B) MAEKI
YHHLTIE 73 8 RNA. R B B R A R R I BL (RT-PCR) A\ mRNA fil| % V [X cDNA, 28 Ji5 5’
PUEP 34 cDNA Rimg (RACE) o FHAE 2 X7 573 B 51 W HEAT cDNA & 1, 2R i 24k 58— 567 ) »
I A v i A RS FEIERAE cDNA 1 3° Rim N N F R ZHR B . 28551 4xiEt
PCRYHG“H R cDNA P31, 51X B 5: 26 51 W0 93 T RS % B R R i Al VH B VL [X . 2R
JE s EREARFE AR [X PCR M) e RN “TA” WaFE %A (p-GEM-T easy, Promega H 35 A
1360) , JFHAR#ETT VAT . WK 2A-B (MAb 3) & 2C-D (MAb 4) .
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[0247] 4% VLRI SE T Wb B 2% 53298 1C10D3B9. 206C3C7 . 1B3BAF1 1 1E9DIB61 7= 4 ] B
TSR RS 1% KU EE A, I RNAqueous®-4PCR 5 & (Ambion H3t'5
AM1914) M VR 20 BRDTIE 4 2502 RNA. FZSANRIFF 5190 (HA 2 HF) [)— Ay I8 EHE VX
mRNA, I \AMREFF 51 (BT « 8 KA 2 K6), — T M & (LA) —4Hy g4z
BEV X mRNA. FJ RT-PCR M mRNA 1|46 7] A5 [X cDNA. FI1E 52 X555 6 5140 HE4T cDNA & B, 2%
G5 BUS SRR 51 M TeGVH. Tg x VL A1 Tg A VL fh&E—AN 37 48 52 [X 51 Wi e
#4T PCR. (Jones %, 1991, Rapid PCR cloning of full-length mouse immunoglobulin
variable regions,Bio/Technology 9 :88-89) . %R &5 B 5 A n] AZ [X PCR P24 vi [& N\
“TA”SEBEE AR (p—GEM-T easy,Promega H 35 A 1360) , F:HARHETTVZINF o WL 2E-F (MAb
8) . 2G-H(MAb13) .21-J Mab 16) F11 2K-L (Mab 19) .

[0248]  SEJfEf 2 471 ~hPG HUARIL &R AT

[0249] A, FHXSEANT]

[0250]  FH b SCHTak ELISA 77 V00 & 1 7 ] 14 Bp vl B B A (R A 0F S5 A0 g, Herpr, A
50ng B B WA M IRIER ML, SR R0 DTS IR ) %5 SR od FESUAAZ/E DI S -
[0251]

BT PR FrA AR FE S
N 35T —hPG B S T MAb 1-4 0.001-1 1 g/mL

N 3475 —hPG B TE B4R MAD 3.15-20 0. 1-100ng/mL

C % #T —hPG FATEFEHTIA MAb 5-14.,21-23 0. 03-30ng/mL

[0252] & 3A EIRTE Ing/mL 22 1 wg/mL [OUE T NG VU AT —hPG B v B HAR MAD 1-4
FIAENTSE AT 7. ] 3B BIRTE 0. 1-100ng/mL RIHTARIK FE T MK N it -hPG 55 FEHu ik
MAb 3 1 15-20 FAHXT AN 770 B 3C BIRAE 0. 03-30ng/mL FIHTARMRE T IR C sdt —hPG
BT HTAR MADS—14 AT 21-23 HIFEXSEF 77,

[0253]  B. SEAIEEINE

[0254] R 7 A ST B B SRR 7 B 43 52 &, $2 18 Nahshol Z5, 2008, Analytical
Biochemistry 383 :52-60 ( £E L DA BAAE| AVE NS ) H Proteon Technique (BioRad)
& T SEME B /52, WA — /DR TeG Hifk (50w g/ml) FMAEAL IR 7 L, B E
SR 5 3 S AR B 15 S V& AE 10, 000 AT 11, 500RU ( Wi R BEAL ) 22 [8] o AR 1 St 42 Ik
R R RE DR (MLADREE 30 1 g/ml) o« REALEE T 52D 500RU By#E— 015 5 e 15
WA B oE EIUE R AR 4G AR ENARRERRT E 2 (4§10 200.100.50.25
AT 12. 50M) SR & 53 BT — BB WA R HUACRTAT B W 2 2 IFAH TLAE F RO R, RG4S &
K. I, ARG LA ETE R A EEAN S I8 H AT I 2 AN ok, 143 1T B AN R G PG IR
FEPAT I AR S G o T8, (R —/NMBTE H T AR PG 45 7 1 SRR LR BUARAE
AEFF PSS SO R, Iy — N TE SRS ARG T E N RS S I . 1, AR
ARt e 1 SR A4 B8 E A A B 45 o m] BUEH S AR BT B I EIRE (50.25.12. 5.6. 25
A1 3. 125nM) WRAE I 5t (AT DA BT B W R WA IR (trapped) 58 ESUAE )
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SRS AR, DR vk R AN & 45 R

[0255]  Wgsp AR (KD) THELNAR B T AL (kd) Mgs &8 (ka) 2 IA) B ARG o 38320 B 2
T 45O S5 R S50 i 2R RN R B 2R B e v L AH S AR SR 36 IE SR8 E . 7F Proteon
S0 F R PRSI0 2R 2 A AT A B B A I B B A R B T AT B A B - W
WFRBECREPUAN 1 0 1 AHEAER R Langmuir f8Y

[0256]
6
3B A EHAR FhEHEREH KD (M)

#-hPG MAD 1 2.5 nM (2.5 x10°M)
F#-hPG MAD 2 185 nM (1.85 x107M)
$#-hPG MAD 3 6.4 nM (6.4 x10°M)
#-hPG MAD 4 3.5 nM (3.5 x10°M)
#-hPG MAb 5 13 pM (1.30 x10"'M)
#-hPG MAD 6 0.6 nM (6.38 x10"'"M)
#-hPG MAb 7 58 pM (5.84 x10'M)
#-hPG MAD 8 0.1 nM (1.08 x10'"M)
$#.-hPG MAbD 10 3.6 nM (3.62 x10°M)
#-hPG MAD 11 0.3 nM (3.12 x10"°M)
#-hPG MAD 12 0.4 nM (4.43 x10™"°M)
#-hPG MAD 13 0.6 nM (6.12 x10™"M)
#-hPG MAD 14 6.8 pM (6.86 x10™°M)
#-hPG MAD 15 0.2 nM (2.11 x10"'"'M)
$#.-hPG MAD 16 0.2 nM (2.78 x107'"M)
#-hPG MAD 17 8.3 nM (8.29 x10”M)
#.-hPG MAD 18 1.2 nM (1.24 x10°M)
#-hPG MADb 19 0.7 nM (7.79 x10™°M)
#-hPG MAD 20 0.2 nM (2.47 x10"°M)
#.-hPG MAD 21 3.9 nM (3.90 x10°M)
#-hPG MAb 22 5 nM (4.94 x10”°M)
#-hPG MAD 23 0.4 pM (3.99 x107M)

[0257]  SEjafhl] 3 51 —hPG LA I R4

[0258]  HuiA it S 4E nl DA it ek /> 45 5 B 8 1 i nT AS R PR B R BRARTR YT Th Rk ikt B
HAEFRREKEPUEH TIRIT R « B MR PR S HAh LR R — S s R ik
FHEL AT AF . @ A B EAREENI#K. 8T EEPERE, BIURERE T 200
66T (Photon Technology International) 7, F-7E 280nm HE &}, 7E 280nm Y &EH™
B MAE 330nm ) 2 HH A R EZER (FEEAEAR) SRR . )54 Nominé 5%, 2003,
Biochemistry 42 :4909-4917 1 friR @i vH 5 280nm % 320nm ] OD M &AH < 18] 1 LU AR K &
EREKF. HER 280/330nm ELEFR R SR EE. P HBFEKRE N 15 1 g/ml,
Lo FH T AR A PR I BE 1 5 22 15 fi%s
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[0259] R TIR/ELLTRR 7 MK 4 F,
[0260] F 7
[0261]

JET 280/330nm il

FMHEEEA h=1) (6.4

¥ -hPG MAb 1(n=1) [15.42

Pt -hPG MAb 2(n = 2) [9.81

Pt -hPG MAb 3(n =2) [3.08

Pt -hPG MAb 4(n = 2) [1.94

[0262] St 4 471 —hPG B ILFEPUK RIS A %r 71

[0263] PG R B RZERKIIR Yz —. HAh B W E Y iR RSt BGER,
{H PG £ CRC ™ [E S o TR A2 W B 1 1A P S b . AR SCiridk B0 5 e B 44 xt
SR B WS, AN A B W3R R R AR LR A b iR, dnH 2R e K
(G17-gly) Behectt (B 17) BN CimUE AL (CTFP) o XELRAFAETIE A . JHIE
FI - SCSRHER 1A I (9 ELTSA I 52 #1 X6 AR B 306 2 R1EL At 15 900 2 ZE DR AT AR R 5 B A4 ok
HAE DT ~hPG B IE SR M 45 & r 51

[0264]  HART =, FHIBA PR EAE BN — M7 ssL Al B i 2 RL AL 5 A
(KTH) \BR A B iz —17 (G17) HZAMRIE K ) 8§ W3 17 (Ggly) BR C I3 AL (CTFP) -
[0265]

o i Bk AR F
THWFRE 50 ng (X% 1)
25 ng (k% 2)
AR E 5EE 1(G-17) 50 #= 250 ng
HRBIEKH FE 17 (G17-Gly) 50 #F= 250 ng
KLH 50 #= 250 ng
C S MEA(CTFP) 50 #F= 250 ng

[0266]  7F % — 5236 &1, {f A 3ng/ml (0. 3ng) MIHT -hPG MAb 3 J2 1ug/ml(0.1ug) (¥
L -hPG MAb 1.2 F 4 th 45— Fh. W 5A. 7E58 —S236 ™, #2 0. 3ng/mL YR HT —hPG MAb
5-14 M1 21-23 [5G 26 M 77, W BB, #% Ing/mL WIAHT -hPG MAb 3.15-20 45 & 25 A1 77,
WL 5C,

[0267]  HifkSon5 =& KLH B98N, % KLH 576 FSCseii ] 1o T — e s Ji ke
PN OB IRAR IR . ARAG I B BSA ML Z Ui (AFEREN X BSA VB B 5% J5i 7=
AHIIREL ) [ PG 45-A IR .

[0268] 5 fth B AR IERATAEMN (B B AR 17 HE BRI B IR 17 M C iy
B E (FE RN T2 BRIE A B Wb 2= BT R i AT B b s D3I 5 DML RIIAL ) HHEL,
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B SR #l Bn 542K hPG (£E 50ng Wik, SR 5 7E 25ng MK ) 456 1 mids k. bl
1B~ 5FR hPG AN & B I s AR RATER BRI B M4 S (9 & T “PBS b7 &
5 ) o

[0269]  SEjifafsl] 5« 5w 5l 2

[0270]  FHEA “H3IR”H1 —hPG HUARA A I 74T —hPG HUAERT ELTSA Wl %E T HT —hPG 5o fE
PR 53T -hPG Z FifEHiiA T R 45 GHT B I R EE /7. # W N IE T -hPG MAb 3 : &R X
FH hPG (%% 2L 71 22 80 AR M IR A1 C o il B W 2 2 sebE iR T4 96 fLIR . SR )5 H
100pM Fij 55 WA ZE I & SEMR, RS NN 10 1w g/ml A2 AL N i —hPG £ s diik (EF 5t
FH SEQ 1D NO :25 MR 7 A R B4 ) AR Z 19t —hPG MAb 3 FREREFUAA.
bR AR R, I A B U AE Y R 1 -HRP W & ARG T OPD 0% & KA I A= ) 24k N s
Pt -hPG Z i BETUARIS G . BT EERICRIELS S

[0271] R TIR, BTG (v g/ml) MIHL -hPG MAb 3 FEAIK T 2 e H —hPG ik 57T B
WREGINEES, SR wETE S 2 wiEhiiE= 5. WK 6.

[0272]  SEjafh] 6 KA E fr

[0273] H9 R#HEA T Laune, D. Z&, 2002, J. Immunol. Methods 267 :53-70 fll Laune, D.,
1997, J. Biol. Chem. 272 :30937-30944 1 f] SPOT F AR FI NGBS FIHE B A7 1 7~ M B v F 1
AT EARRAL . 78 SPOT FAR A, 7= A B A i (MR A7 (1 16 DN IKT 51, I s AL 1
MR A2t M b, S8 5 RIS HTAR TR I R A 8 HUAR RO R B /N R 1 o FH TR 20 R T R
SE AL AN HLAR A5 G BB I bR AR E R AL N B BRI R IE — R AN TN AR, AR 5 H
DAAPTAARTRINAD & T = EL K

[0274] %58 T AR ARG PE SR R A7 5. KT 30 hPG [ N S B 5 [ 3044 MADb
1-4 F1 15-20, F A1 2 D405 UL R /551 :DAPLG (SEQ ID NO :28) . PDAPLG (SEQ ID NO :29) .
PRSQQPD (SEQ ID NO :30) . WKPRSQQPD (SEQ ID NO :31) B WKPRSQQPDAPLG (SEQ ID NO :32),
WL 8 FHTR.

[0275]
%8
MAD PG BK#FR: SWKPRSQQPDAPLG SEQ ID NO
MAD 2 WKPRSQQPDAPLG 32
MAD 4 WKPRSQQPDAPLG 32
MADb 1 PDAPLG 29
MADb 3 DAPLG 28
MADb 17 WKPRSQQPD 31
MAD 18 WKPRSQQPD 31
MADb 19 WKPRSQQPD 31
MAD 20 WKPRSQQPD 31
MADb 15 PRSQQPD 30
MADbD 16 PRSQQPD 30

[0276]  %FTH( hPG [ C 3 HL v PR PR MAb 5-7.9-12.14 Fl1 21-23, KA & /DAL LN F
%1 :FGRR (SEQ 1D NO :33) . MDFGR (SEQ ID NO :34) . AEDEN(SEQ ID NO :35) £l GWMDFGRR (SEQ
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ID NO :36), WILL 3K 9 F iR

[0277]
%29
MAD PG BR#K: SEQ ID

QGPWLEEEEEAYGWMDFGRRSAEDEN NO
MADb 14 GWMDFGRR 36
MAD 11 MDFGR 34
MAb 5 FGRR 33
MADb 6 FGRR 33
MADb 7 FGRR 33
MADb 9 FGRR 33
MAD 10 FGRR..E 33
MAD 12 FGRR 33
MADb 23 AEDEN 35

[0278]  SLJtfs] 7 Bt —hPG HUAAR e 4 M & 1 A RS M
[0279]  (A) #1 —hPG L FEHUARR RS 1
[0280]  $ii ~hPG B 5g B FARAE AR R ME 45 1% EL R 40 i &2 /D A B A7 36 . & E S i E
W 40 i 2 N ARSI OV 0. 4, HCT116. LS174T. SWAS0 il SW620 A2 H KA 9% 45 Mg ()
Y R, Hop= AR AR B AR o BT BT AR LA (R 41 i AR A 3 A 1 B8 F1 AR T Bt
PG i fE PR . FASFIRIHT —hPG B o FEHUARINGL 7R B % HCT116. LST174T. SW480 FH
SW620 1140 il (1473
[0281] X} THEANSEES, K 50, 000 N4HARAE G5 G 4 ML 5 FR 2L 4Rl 7E 6 fLIR . JF
WG 8 /NF o XA M AT I R IE YL, ARG 24 /NEE CIFIE]“TO”) FF46, T 1w g/ml
BTLEXTHR AR (/N - A 1861, Calbiochem, Ref#411451) (CT mAb) B{H s 1w g/ml
Pt -hPG MAb 1-4 fEBZ G4 MUIE RGO T B 12 /Ny — X b R 40 A, BEAT 48 /N
W R REIUARS — P R R, fE A CIZA 3 B 5 ug/ml . X TR, /X0
FLAFTHE TO 4R EL B« KT HCT116 41, 75 0. 5% G 48 M5 FIA7AE T TS50 . R4t
H 5 48 /INBF , 7 B VA S50 H U B S AL A A7 TS A =R o AT VS BT —hPG MAB b PR
(2 TS5 A6 B MAD AbER B 41 Y 1 4 BE SR B 8 CRC 2N 3 B B A7 35 B PR . A 48 /1
I A 000 2 ) A At R 40 B T B0 S P iR AL B (TO) I A4l AR, BRI S, 78 48 /M)
I H O REFLAIHT —hPG MAb Ab3EFL = PSR B, 8 5 v S S A e v 2S5 78 10 I
ERLIITH B 0 A2 . SRS BIRIHT -hPG MAB AL 38 41 i ) % B o %) B8 MAD &b
HEAMEE FE 7.
[0282] ¥ TA-C o ok EARERMESEIG (KT —hPG MAb 3 I3 —hPG MAb 4 X SWASO £ Jid.
LS174T 40 fg A HCT 116 40 JAF35 52 0A o 45 R =k B P Sho7 s2 58 19 4 LI I84E +/- bR
iR 5N REHURAL IR L, 3T -hPG 5o BE AR AL T B8 0D T 4iiesi E . ARG ¢
FISTAE T a9 B cx=p<0.05, * *=p <0.01, % * *x=1p <0.001. 7E&Z}
A, PU -hPG JUAFEMR T fA73G . 7E— NI AR (LST174T) ™, FI3t —hPG Pk AL HE ) 48
/INBSY 25 RIS PRI A0 R 2 B T R AR S 3R I A A B 2 B 5 3R B PR B0 40 B3 vE S bk S 2o
MIFET,

48



CN 104628857 A

i BA

B

44/56 7T

[0283] 3% 10 %27 H VU A 85 v BE T —hPG 044 i i & — B AL B 1K) 43 EUAF TS SWAS0 &5l B
e 4 e, 5 55 HE e B B (VNBR BT - A 1gG1, Calbiochem, Ref#411451) (CT mAb) #HEL
[0284]
10
p (A28 vs 5FHR)
SW480
(T0 = 26 667) et a-T0 | SHRH% Mann Whitney,
PR,
2t H& mAb 36050 +/- 3228
$#.-hPG MAD 1 30425 +/- 3098 84.4 0.3556
#-hPG MAD 2 28925 +/- 2757 80.2 0.0476
#-hPG MAD 3 6050 +/- 1788 16.8 <0.0001
F#-hPG MAD 4 17560 +/- 3439 48.7 0.0002
[0285] 5% REAH EL, 470 —hPG A 5 B S0 44 b B 8 9o 41 M (O A7 5 BRI T 83. 2% (371 -hPG MAb

3).51.3% (HL -hPG MAb 4).19.8% (HL -hPG MAb 2) 1 15.6% (H{ -hPG MAb 1) .

[0286] NERENHIHT -hPG MAb 3 Al 4 ALFEEH 43 LUAF3E LS174T A1 HCT-116 4L, 5%
HE PR T R AR AR b . AR T BT R A o R B
[0287]
%11
P (&2 vs 3B )
HCT-116
Se3H -TO 1 R A% Mann Whitney,
(T0 = 42 750)
SRR,
*} B MAb 151 250 +/- 9071
MAD3 62 750 +/-9194 41.5 % <0.0001
MAb4 82 250 +/-7435 54.4 % <0.0001

[0288]
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%12
P (&3 vs 3FB)
LS 174T
M E -T0 | MBH% Mann Whitney,
(T0 =51 666)
E,
*+H MAD 85 334 +/- 7520
MADbD3 -6666 +/- 5000 -89% 0.0084
MAb4 +8334 +/- 2500 7 % 0.0085

[0289]  FEARAMINSE AT, AT S A MHI 40 AL K . 4B 2P0, e 4l fR R a2 oy b
BT B AR, JF RAE AN s =2t . TR A0 5 b 2 /K S A 5L B A 1) 38 I 45 B Ak o 7 26
FAEE 2, $2m T8 E AR S PR i Lo, #oB 7 suiE A E A . DRI, U F Sdd /e
40 U 2 21 F m RE P AE A4 PR o i, o iR 4 i 9 B T B WA R AE LR P s B, Jkb T
HAL B A

[0290]  #F SW620.HCT116 Fll LSA7T FfK)— Bk 4 CRC 40 2 P 5E T 31 —hPG MAb 5 &
23 RN I SEFTE] o FH 5 1 g/ml XFREBINA (Bt -hPG) Bt FEduikdi b SCHTIRLE 6 FLAR
BT SE . HCT116 A1 LS174T 4H fud% 4340 50, 000 LM Ma4ERh, SW620 4H %4511 100, 000
AR R . T RSRUR B AR S50 10 b R 40 S AR T o6 B AL R A7 VE T bl B 761
i 43 5 R 4 M 28 SW620., LS174T AT HCT-116 FIEI45 R .

[0291]
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£ 13
P (A2 vs xR )
fa a2 B -TO TR % Mann Whitney,
A,
2 |
SW 620
(T0 =103 067)
s+ P8 MADb 82 100 +/- 15489 -
MADb 5 54 511 +/-8292 66 % < 0.0001
MAD 6 44367 +/- 9321 54 % < 0.0001
MAD 7 49279 +/- 8009 60 % < 0.0001
MAD 8 32673 +/- 4680 40 % < 0.0001
MAD 9 73283 +/- 3835 89% 0.1305
MAD 10 70178 +/- 4173 85 % 0.0618
£% 2
SW 620
(TO =118 553)
s+ MAD 81 347 +/-6062
MAD 11 46 974 +/-7422 58 % 0.0003
MAD 12 52 980 +/- 10529 65 % 0.0002
MAD 13 38933 +/- 5284 48 % 0.0003
MAD 14 83 767 +/- 9484 103 % 0.21
MAD 21 59 497 +/- 2828 73 % 0.0002
MADb 22 64 227 +/- 7123 79 % 0.0013
MAD 23 83 914 +/- 5629 103 % 0.82
L3
SW 620
(TO =116 283)
& MAb 101 333 +/- 17 626 «
MAD 15 66 052 +/-7739 65 % <0.0001
MAD 16 58 883 +/- 9950 58 % < 0.0001
MAD 17 76 688 +/- 5578 75.5 % 0.0014
MAD 18 75 874 +/- 10129 75 % 0.0005
MAD 19 70242 +/- 10851 |69 % <0.0001
MAD 20 66 470 +/- 7557 66 % <0.0001

[0292]
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%14
. P (42 vs 2R )
R -TO ARG Mann Whitney, &,
£ 1
LS 174T
(T0 = 60 944)
3+ & MAb 107 956 +/- 5859
MAD 13 62 341 +/- 10 683 58 % 0.0003
MAD 16 65 389 +/- 8185 61 % 0.0002
E82
LS 174T
(T0 = 86 389)
*F & Mab 241 711 +/- 11 620
MAD 14 246 444 +/- 19563 102 % ns
MAD 19 204 433 +/- 8946 84.5 % 0.0005
R 3
LS 174T
(T0 =79 667)
*FF& MADb 135 800 +/- 18 338
MAD 8 57 333 +/- 12657 42 % < 0.001
[0293]
15
N P (&2 vs 24 8)
faje# A -T0 R R % Mann Whitney, &,
RE1
HCT-116
(TO = 49 286)
R MADb 78 214 +/- 6230
MAD 13 28 805 +/- 3477 36 % < 0.0001
MAD 16 56 484 +/- 8333 72 % < 0.0001
MAD 19 68 945 +/- 8795 88 % 0.0302
R 2
HCT-116
(T0 = 60 944)
*+ & MAb 122 456 + /- 1697
MAD 8 75 867 + /- 15627 62 % <0.0001
MAD 16 87011 +/- 5091 71 % <0.0001

[0294]  (B) #t ~hPG 2 FEREHUAA [ A3 Pk
[0295]  #% ESCHTIRAR BU B HORBATINE o FEFISEHERY 5 o Pk i Nim 3t ~hPG 2 v BT
o AERNXFHE, A 3w g/ml M2 30 FEDUA (2 RS - A TgG,Affinity BioReagents,
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Ref#SA1-600) (CT pAB) o X T4t —PG 4bFH, 44 3 1w g/ml $71 -hPG 2 i FEFUAAH T Fra 4H i 5
FEANE FCS (1) DMEM FR HX BB N ¥t —hPG £ e FE TR AL I SWA80 I LS174T 24 & 48 /)
I, 1 7E 2 0. 5% FCS [#) DMEM A7 47T —hPG 2 e 4R AL HE HCT11648 /NiF. SR )5 F s A
FEVE AT TS B AR IF T S SR BRI (Bt - A 1g6) 2 SeFEPuiR ab 38 i 40 o bh %
[0296]  TEFANE TD-F R R TARERMESLIS L R 5 X ST A EEAE B, T -hPG
Z i PR B2 b T AN E . FERIS IR T Ak B« x = p <0.05, %
*=p<0.01, % % *x=p<<0.000, MHXTHIHELE (T0) B EF=Y ML E kKRR
M E . X T %58, tHE 4 DML — D =X 531 -hPG B riEEHUE—FE,
P ~hPG £ vd BE B H 1] 5 W B W e 40 M 36 0, 2% A 70 BEL T W7 75 90 22 5098 4 B (RO FH o,
LR B WA R 1 2 SRR BRI 22 2 () B i I 4 B AT DL 2 1l Y0 B2 v 2 A4 v 2k

[0297]

.16
o P (A3 vs 3R )
fa A -TO R % Mann Whitney, &,

X1
SW 480
(TO0 =26 667)
st #& PAb 37 580 +/- 4233
PG PAD 7833 +/- 3660 21 % 0.0001
£ 2
HCT-116
(T0 = 58 750)
B PAb 105 350 +/- 8660
PG PAD 7833 +/- 3660 21 % <0.05
£ 3
LS174T ‘ o, | P (REvs3iR)

(T0 = 112 500) fmHEA A -TO # R % Mann Whitney, &,
*}F& PAb 207 500 +/- 10 000
PG PAb 102 500 +/- 5000 495 % <0.01

[0298]  sjitfs] 8 : FH4EAK ) hPG T & JUAERITH R 1 Bt —hPG B SR g i A E A
[0299] AT EIRHL -hPG HLsd BEHUAKRR THRIE A 5 hPG 45 A T, /£ CLH hPG TR &
IR FH hPG P & B Mk (T -hPG MAb 8) MIAFAE TH%3% LS174T 4. 1EAFH
FRH X HE, L hPG Bl 6k BE A4 Bl & hPG TR A (0T BR P A BT = 4 i

[0300]  EAKT =, HE/RETE 20 55 667nM (6. 67 1 g/mL) ) H 20 hPG 7E =I5 K 7l
& 33.3nM(5 ug/mL) #1-hPG MAb 8. fHH#FSCHEH] | PR G AR ELHART B W R, F
if, 766 hPG F1JE hPG A& &t T L HL T & 33. 3nM (5 1 g/mL) T — A TgG1 (General
BioScience, & 5| 5 AB23420) »

[0301] ¥ 5000 AN LS174T 40 M /E A5 10 % G2 L B35 72 2 R R0 7E 96 FLAR 19 %L,
I E 8/NEF, SR AN M L e 2 R LG B 95 28, JR R IR 12 /0 FE R LS H R A p A K
12 /N i, B 12 /0 DA A i — b ERZ0 A <0 BB VhPG T & 1% REFT44 Bt —hPG
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MAb 8 Bl hPG FI & (3T —hPG MAb 8 FIl hPG ¥ijlt, 55— AbFH 5 48 /A, ilid ] Promega
CellTiter 96Aqueous One Solution §¥ & FHR I 10 3% 490nm WG 5 e 5 S 9043 I Vs 40 e .
HEEL S FE AT RE B OB AR (X RE MAD ) AbFR 40 BRI B RO A 100 %, £ A 6 HE
MAD A2 (1) 248 e (R R 5 B N & i A LAt SRS 2% 1 o 45 SR BoRAE TR AN 8 1,

[0302]

%17
P (A2 vs 2THR)
B SR % Mann Whitney,
SR,
PG & B $%% 0.244 +/- 0.088 132.5% 0.099 (n.s.)
*} B8 MADb 0.184 +/-0.084 100% N.A.
#-hPG MAD 8 0.057 +/- 0.06 31% 0.001
*+ & MADb +hPG 0.321 +/- 0.079 174.5% 0.002
#-hPG MADS + hPG 0.271 +/- 0.076 147.6% 0.0229

[0303] /M A hPG B hPG i & Judd3fin 1 ¥ s i B . AHR, F#T —hPG MADb
8 HAHAL RN FEGE AN B BE Wb . R, hPe (U SHARSE A IR ) 1
INNJRFR T 310 -hPG 5 g FEHUR TR PG 3G PEIRE 77 BR&SE AN T Bt -hPG 5l B HTAR 1
AR P R e

[0304] S 9 < Bt —hPG Foid i44 P e i e vk 14

[0305] CANSMEMENAKE T FZ RN KREN, SRR T /NR 32
F, Horlg i 2 2Bk BN R AN R 41 MR RS AN S BB /N BR CRE ) “8R”) .
Pocard M. %5, In vivo(1996)10(5) :463-469. TLKRE T JUREEFLIR /N A . BSR4,
SRR VRS B EA) (APC) DR 2 A 878, Gl Apc™™, Apc1638N, Apc716 B Apc A 14, APC
I 11T ) 22 R 4 A L 2 (5 APC, iZ B 1 (FESERERT ) A M B - & A, IFE
HEAAEK B - BRE AR & AR AT MR 2 AR E 544, AmPELE 8 - Bt&EA
BT 4H MR P 5 S T Tef—4. Heyer 25, Oncogenel8 :5325-5333(1999) . APCA 14 /)
BR7E IR P45 B (APC) R AN 1 14 I A kde . St 70 % RIBUR M4
e BB T 1A DO ARk, B AN i rR A7 AE 5 - Ape S0 S R T AR A iR 2 S HEE R, B3
B-BREEF /Tef-4 # 3 8 SR A PR EIE S W I AL X g P A R . 5 /N
TP RS AR AU AR L, 3 L R R 1 S YR DA S IR R A (CBUFE LA TR A 98 0 RO M
A MM A7AE ) 5 AR B A s AR UYE, {13 APC A 14 SO T NS B WIE T
ETFSLI & A E BB AL . Colnot %5, 2004, Lab. Invest. 84 :1619-1630, FAth % FE R /s
BRE ZH J2 T-18 70 MSH2., MSH6. CDX2. K-RAS HUZE R H [ 5R 48, BA K APC F R A% 5 HofthJg
FEFRPHIRAZBHASHIN R Heyer 2, 1999, Oncogenel8 :5325-5333 ; Janssen KP Z&, 2002,
Gastroenterology 123 :492-504, XSSt Y y2 HI T 1 90 45 i B R e AR o0 T 45 i B
FEVRIT B UL .

[0306]  #EH7 IRsRE MESL i B A R R A B 14 ARG 2k (APC A 14) KIEE LR/ BRAE s
Wy B Whea (AR 2R, L O Je 5 DL T N 466 Mg () I e AR AL R IR o 7E 58 — SRS o, AL 25 %
(1) XFR.F SEQ ID NO :25 HIikAl (2)Hollande %%, WO 07/135542 F ik i C s ik A i
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S B4 —hPG 2 v FEHUA T EIFIAL IR APCA 14 /N . FH0HE 22 v B HUAR B 3T —hPG £ v &t
PLbEE 3.5 HilS/INR 5 Ji (BERIALERRY R/NER ) o % 10mg/kg B & (150 w1 yEHHME
AR B JE RGBS PR S PR R it A B Ak . 7EALER 45 A, b BB/ KR IFF PBS ¥eddk g, s T
BT BAL, FAE 4% 2 R EE P H T g i U2z ot e 245 B A 2300 s 5 B
MEK .

[0307] M ZARIIEAS FPAE BoR, BT —hPG HUARASF2ma (8RR B s b 5 R R8T o 76 Ab 38 ZH A
XTHRAH U2 T R . 5 AT -hPG BT AR ER/N BR AR I 4 AN IR AH L, 6T BR oA AL R ()
ANER I R B Bk 27 DRI, S50 BE SR L, B0 -hPG FoAA 3 i i 1 2k /b 1 8T 6. 5 5,
[ Sf AN 528 /S 5% (R b Rz 1 BT

[0308]  FEES SRIOH, K A | BT -hPG FUAEAE APC A 14 /MR AT IE R (AR ) /NBR (CH7BL6J)
HEVER o 1L 4% Img/ ke I E (150 w1 VESHARRR ) R RIS P v 5 P o R G HE 22 e B
ik (i - A T1gG Pl (Jackson ImmunoResearch, Z 5|5 309-005-0089)) Bi#i —hPG
Z PR TR 4 AN 6 JEL BRI FIIR. ALFE 6 J T, 45 A FEHT TN I VR SRR
(BrdlU) (&R /N 2mg, IEIEAES ) FEHH/NR . H$T -hPC Z ik 6 H APCA 14
INERS X IE 2 SRR SR AL I 4 R %X 6 HIEH (C57BL6J) /INEUiE A X REHTAR AT 3T —hPG
Pl . RAEKR B AE—H BRI 27 1 5, 3 P R EHHT —hPG Juddxnt 1R 4
e HIRIER .

[0309]  7E APCA 14 /NER AR IR XX BRAL FP G 2 1 IR B AR/ (RS ) o il
T SR A A& 5 S A i 1 BRI S i R e #2 ESCRTIR TR, D\ ]
filg 5, AR S R, R “Swiss roll” FIARAEM T HE ALY . A Image J oAb
A7 ot Jeg K PR v P2 T =

[0310]  Z5REI/R/ESR 18 S 8A FIB A1, fith e K /N 45 SR AE 0] HE AL 3 A At —hPG Ab 2R
Hz B Rg FRENZES ., B Mann Whitney 838 T it B2 : % = p < 0. 05,
* *x=p<0.01, % % *x=p<<0.001, FAXHIIAELER/NR TR 125 MR, 13
B RN 3125 MR . BT -hPG AL ERI /IR B 46 AN ECE IR R/NER 7.6 MR
s Eg i B EER Mann-Whitney #45, P = 0. 0095) , K BT ~hPG HUARLEAR P .25 18
T diln E IR E .

[0311]

%18
By (DEHKB) #HR DR EER
1 F& PAb (4) 23 48 28 26
#.-hPG PAb (6) 2 16 15 9 | 2 2

[0312]  funid 3k 45 P T e (%) S A 28 oo ek g 20 ) R i R /s =38 sk s Bl &5 370 —hPG
AR i Ak P 45 i EL e I ed , i oot TR 45 W B b R AT B BIE R o [RIG,
Pt —hPG Kb 25 iy B i I ed S 1Ak N Ve T s &b

[0313]  sEjafs] 10 : AVEALIT —hPC FrAR R T

[0314]  “YEHHEHLE T E7 MBI -hPG H g FEHUA MAb 3.4.8.13.16 1 19 #it 7 A¥K
Ik, #% B8 Lefranc %5, 2003, Dev. Comp. Immunol. 27 :55-77 ;Lefranc %%, 2009, Nucl.
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Acids Res. 37 :D1006-1012 ;Lefranc, 2008, Mol. Biotechnol. 40 :101-111 & pf i H J5
EBAT NI TR G Bt o 0T BB b B oA o R R — B, 3O DU B E R N R
Ak VAV K 3« A IMGT-ONTOLOGY #5145 %2 (Duroux 2%, 2008, Biochimie, 90 :570-583 ;
Giudicelli Al Lefranc, 1999, Bioinformatics, 15 :1047-1054) ;% IMGT® %5 JF fil T.

H (Ehrenmann %%,2010, Nucl. Acids. Res. , 38 :D301-307 ;Brochet %, 2008, Nucl. Acids.
Res. , 36 :W503-508) %55 FRJT 5 1 CDR FHYZLIX , SR 5 7E IMGT/GENE-DB (Giudicelli &,
2005, Nucl. Acids. Res. ,33 :D256-261) 1% & B4 (9 ANAZRIX 7 51 (LR P 51, % R
CDR JE PR HEAE AFZEIX | B HAKI =, A IMGT/V-QUEST A1 IMGT/DomainGapAlign 43 Ht
bR VMV 25 RS A2 B IR AN L R T B R R i BR CDR M A 22 X 1) 5 R ## 58 CDR K 2 I
B EHEMR (anchor amino acid) « H#iZHEML & SCHF CDRI-IMGT. CDR2-IMGT . CDR3-IMGT
f) IMGT“Collier de Perles”f] 26.39.55.66.104 Fll 118 fii¥% %L (Kaas fl Lefranc, 2007,
Current Bioinformatics,2 :21-30 ;Kaas Z&, Brief. Funct. Genomic Proteomic,2007,6 :
253-264) . B RILERTHIRIAN VIRIAZX ) A J(FESZIX ) HER, P sl 5 R .
FETHPZE FERIMGT Collier de Perles 5 4NH) 3D 4544 (Kaas 28, 2004, Nucl. Acids.
Res. 32 :208-210) FLECAAEATR BEA BT BRI Rr e M, WIOR B8 SR ZR IX rh A4 2
1

[0315]  Ff45E T MAb 3 [V, CDR f¥] CDR 1.2 I 3 K& 451K 8.8 Fll 8 N Fls. 5 & MAb
3V, ¥ 5 B B B Rl R /N LR TGHVL-5 % 01 78 10 ANk AN, Hd 3 447 T CDR,

IR B AENEALHT —hPG v BRI i (CDR1 HH ¢ 129, CDR2 H1(¥) F56 1 S65) o I
Ab, A V39,655 Fl R66 AT BEXT (R FF4F e E 22, FR AR AR T o Sl () AN Fh R LR 2
IGHV1-3 * 01 (H24E IGMT/DomainGapAlign, /ERIEFR/K I 63. 3% AH ) « 7ERAAFNR
BRI Z (BRI T AZRIX 1 2 3 ) 27 NFAER . fEMEEX 4 o IR IR 123 Flrnad ik
124 AR SR 123 MAREEE 124, DATLRC A IGHJL * 01 JE[R. &4k F,MAb 3 B AR
V5 IGHV1-46 * 03 (A AZ X 87. 8% AH A, HUYAMFIZEIX HR i 91 A2 iR 1 1 88 AMAH [

[0316]  #f%E T MAb 3 f] V,.CDR ¥ CDR 1.2 F1 3 K450 11.3 A1 9 MR LR . 5 MAb
3V, T H B I 22/ N BRE TR TGKVI-117 % 01 78 B TR X BN AR, &
PR B9 NPl R LR & TGKV2-30 * 02 (M4 IGMT/DomainGapAlign, 7F 2 B 7K T I 81 %
) o FERFARI RAER Z BRI THZEX 1 2 3 i 14 NP INESR. ikt B40 fl
F68 fREEFE TN (projected) AJFALIEHIH . FERERIX 4 1, 15 2R 124 U8 a0z IR
124, LAUCEC A IGKJ4 * 01 [, Sk B, MAb 3 B AJE4L V ke %15 IGKV2D-29 * 0293 %
FR, ELPOAMZL X A 89 ANE LB 1K) 87 ANAHH .

[0317]  FERAIRMALE R VM Ve B,

[0318]
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x 19
SEQ ID NO: REBA 7| | vé
21 QVQLVQSGAEVKKPGASVKVSCKASGYIFTSYWVHWVRQAP hVy3

GQRLEWMGGFYPGNSDSRYSQKFQGRVTITRDTSASTAYMEL
SSLRSEDTAVYYCTRRDSPQYWGQGTLVTVSS

22 DVVMTQSPLSLPVTLGQPASISCRSSQSIVHSNGNTYLEWFQ hVk3
QRPGQSPRRLIYKVSNRFSGVPDRFSGSGSGTRFTLKISRVE
AEDVGVYYCFQGSHVPFTFGGGTKVEIK

[0319]  #A5E T MAb 4 (¥ V, CDR [ CDR 1.2 F1 3 K439k 8.8 Fl 11 AN S . 5 R MAb
A JEF BRI /N BE R TGHVL-9 % 01 78 11 ANagE AR, H 4 A2 467 T CDR,

FEOR B/ NIEALHT -hPG B FEHUA R F A (CDR1 A S35.S36 A1 S37, CDR2 H1#) F56) o
AL, TA N D66 ] Re T R R Fe PR EE L, FROREEAE vt o ST ) A Bl &R R 22 TGHV1-46
* 03 (24 TGMT/DomainGapAlign, 7ERIEMR KT I~ 64. 9% AHFE ) » 78 BRATAFh RFLEK 2 [H]
R THIBRIX 1 2 3 ) 27 MFFE R FEMZEIX 4 o, B AZARR 128 UR N2 5% 128,
ARG TGHJ5 % 01 SR, oAk [, MAb 4 Y AJEAE V5 TGHV1I-46 * 03 A 4Z[X 91. 8%

FIR, ELPOAMZL X A 91 ANE LB 90 AN .

[0320] Hf§5%E 7 MAb 4 fV, CDR A CDR 1.2 A1 3 KJEAMIN 11.3 A1 9 MEEFE. 5
MAb AV, PR S B AT &R/ BRJE R TGKVI-110 * 01 /F 3 Mk BAR, K 2 MEfr T

CDR1 ( 2% 1% 34 FARZA IR 36) , (R B 7E NPT -hPC B FEHUAR R A . BiEIRR
NP LR 2 TGKV2D-29 * 02 (#E4E IGMT/DomainGapAlign, £F 5 : MK F F 81%A4HA ) .
TERAMAP REF Z MR THEEX 12 38 1L NMFFER fERZRIX 4 H 2 5%
120 P78 NS A BERE 120, LATTEC A IGKJ2 * 01 JE[H. M4k B, MAb 4 (IAWELL Ve 5515
IGKV2D-29 * 0292 % tH[F, H.I9AMFIZEIX 100 % FH A

[0321]  FERAFRMRIIE VAV & JEF,

[0322]
£20
SEQ ID NO: F ¥ Y.50 vk
23 QVOLVOSGAEVKKPGASVKVSCKASGYTFSSSWMHWVRQAPG hvyd

QGLEWMGIFLPGSGSTDYAQKFQGRVTMTRDTSTSTVYMELS
SLRSEDTAVYYCATDGNYDWFAYWGQGTLVTVSS

24 DIVMTOTPLSLSVIPGOPASISCKSSQSLVASSGVIYLYWYL | hVkd
OKPGOSPOLLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVE
AEDVGVYYCSQSTHVPPTFGQGTKLEIK

[0323]  #f5E T MAb 8 )V, CDRAY CDR 1.2 A1 3 KJFE 45/ 8.8 A 10 N LML . 5 & MAb
SV T 7 B I I Fh 22 /N RJEDR IGHV5-9-3 % 01 £F 5 Mok B, Horb 4 AN EAL T CDR,

FARE A AJEAL BT —hPG BT B HUR B o o B i ARl R LR TGHV3-21 % 01 F1 %
02 ( #4E TGMT/DomainGapAlign, fEEFEMK T [ 80. 4% HH[F] ) o 7E A PN REER Z (7] &
WY RZRIX 1T 2 3 ) 12 NP ER. EMERIX 4 F, K22 2R 123 MSZZAR 124 7350
ORI IE 123 FIEIEARR 124, AILEC A IGHT6 * 01 F&[F. &4k b, MAb 8 ) AJ54L Vi 5

IGHV3-21 % 01 Ffll % 02 FyA[AZ[X 92. 8% AH[F, H.IYMAZRIX 100 % FH[F] . MAbS f#) Vy; CDR3
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HAF AR AE 1K) N RS 15

[0324] 452 T MAb 8 ¥V, CDR ¥ CDR 1.2 Fl1 3K PEA 59 11.3 F1 9 MRS . 5 B MAD
SV T 7 B3 I b 2/ RUE DR TGKV2-109 + 01 7F 6 kL FASE, Hodr 4 AN 2467 T CDR1,
FARBEAEANVRATT -hPC g PR R TH . S4B P R IEF Z 16KV2-28 * 01
IGKV2D-28 * 01 ( H4E IGMT/DomainGapAlign, /£ &I KT L 75 %M ) « 7EBRF AR R
FERZ R TAZEX 12 3 i 12 NP ESR. AKX 49, BRER 120 224 R
124 M52 1R 126 43 A C A H 2R 120 8021 124 1 75 2 1R 126, DATLEC A 16KJ4 * 01
HER . Bk L MAD 8 B AUEAL Vk BRI TGKV2-28 * 01 Fl1 IGKV2D-28 * 0187 % AH[E, H.
TR ZRIX 100 % AH A o

[0325]  FERAFRMLIIHY VAV K JEF

[0326]

21

SEQ ID NO: BEEABAF | Vi
75 EVQOLVESGGGLVKPGGSLRLSCAASGFT hVg8a
FTTYAMNWVRQAPGKGLEWVSSISSGGT
YTYYADSVKGRFTISRDNAKNSLYLOMN
SLRAEDTAVYYCATQGNYSLDFWGQGTT
VTVSS
76 DIVMTQSPLSLPVTPGEPA hVk8a
SISCRSSKSLRHTKGITFLD
WYLQKPGQSPQLLIYQMSNRASGVPD
RFSGSGSGTDFTLKISRVEAEDVG
: VYYCAQNLELPLTFGGGTKVEIK
77 EVQLVESGGGLVKPGGSLRLSCAA hVy8b
SGFTFTTYAMSWVRQAPGKGLEWVS
SISSGEGTYTYYADSVKG
RFTISRDNAKNSLYLOMNSLRAEDTA
VYYCATQCNYSLDFWGQGTTVTVSS

[0327]

A2

SEQIDNO: | REBFF| [ va
78 DIVMTQSPLSLPVTPGEPASISC hVk8b
RSSKSLRHTKGITFLYWYLOKPG
QSPOLLIYOMSNRASGVPD
RFSGSGSGTDFTLKISRVEAED
VGVYYCAQNLELPLTFGGGTKVEIK
79 EVQLVESGGGLVKPGGSLRLSCAASGF hVy8b
TFTTYAMSWVRQAPGKGLEWVSTISSG
GTYTYYADSVKGRFTISRDNAKNSLYL
QMNSLRAEDTAVYYCATQGNYSLDFWGRQGTTVTVSS

[0328]  Hf§5%E 7 MAb 13 f V, CDR [ CDR 1.2 A1 3 KJE 54 8.8 Al 7 MaEF. 5
MAb 13V 77 S i i b 22 /N BRI DR IGHVA—-6-3 % 01 7 10 MokE: EANE], Hrh 5 AN 5ENr
T CDR, HAREEAENIEALHT —hPC B yg FEHUR BT o U AP R LR 2 TGHV3-T7 *
01 Al % 02 (FR#E IGMT/DomainGapAlign, FF2 B /K T I 78. 6 % AHA] ) o A5 SRAN AR Z H: A
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ZIRITHEEX 1 & 3 F[) 13 NMFFIE R fEMZRIX 4 F, 080528 123 Fsm g iR 124
a3 R RS AR 123 FETE I 124, AITECA 1GHJ4 * 01 ZE[A. Sk b, MAb 13 B9 ANIUR
16 V5 TGHV3-7 % 01 fil % 02 fAIAE[X 91. 8% AHTH], HIUAMMIZEX 100 % AHH

[0329]  #5%E T MAb 13 [ V,CDR [¥) CDR 1.2 Al 3 KJZ 58 11.3 A1 9 NEHER. 5K
MAb 13V, 3 S A 22 /N BRAE DR IGKVI-135 * 01 48 EAr T A ZRIX P iy BEANR L BN
Mo BT AR R LR 2 TGKV2-30 * 01 Fl % 02 (#4E IGMT/DomainGapAlign, 75 &
KV L 81%AHA ) o« 7ERMAMRERZ FIRILT HZRIX 152 3 1 13 MFHZER. £
FIZRIX 4, B2 R 124 S A5 IR 124, DGR A TGKJ4 * 01 &R widg [, MAb 13
FINTEAL V ke EF]5 TGKV2-30 * 01 Fl % 0294 % #H[E, B II/MYZEX 100 % AH [ .

[0330]  TFERFFRMLIE VAV K FEF,

[0331]
20
SEQ ID NO: BEBAF Vék
20 EVOLVESGGGLVOPGGS LRLSCARSGF I FSSYGMSWVRQAP hVy.13a

GKGLEWVANINTFGDRTYYVDSVKGRFTISRDNAKNSLYLQ

MNSLRAEDTAVYYCARGTGTYWGQGTLVTVSS

81 DVVMTQSPLSLPVTLGOPASI SCRSSOSLLDSDGKTYLNWFQ | hVki3a

QRPGQSPRRLIYLVSNRDSGVPDRFSGSGSGTDFTLKISRVE

AEDVGVYYCWOGTHFPQTFGGGTKVEIK

82 EVOLVESGGGLVOPGGSLRLS CAASGF I FSSYGMSWVRQ hVy13b
APGKGLEWVASINTFGDRTYYVDSVKGRFTISRDNAKNS

LYLOMNSLRAEDTAVYYCARGTGTYWGQGTLVTVSS

83 DVVMTQSPLSLBVTLGQPAS 1S CRSSQS LLDSDGKT Y LNW hVx13b

FQQRPGQSPRRLIYLVSKRDSGVPDRFSGSGSGTDFTLKIS

RVEAEDVGVYYCWQGTHFPQTFGGGTKVEIK

[0332]  #fi5E T MAb 16 9 V, CDR [J CDR 1.2 Fl 3 KE4 510 8.8 FIl 10 N . 5
MAb  16V,/3 51 B B2 (1 RP 22/ N R TGHVL-53 * 01 7E 7 Mok LA, K 2 M Efr T
CDR, H-AR B8 7E NVRAL BT -hPG B st FEHUA T LT A o BRI B AP R L[R2 TGHV1-46 * 01
A% 03 (FYE IGMT/DomainGapAlign, fEZFEEE K Y | 71. 4% R ) o 7E BRA A Fh R [H
ZIRIL T HZEX 1 2 3 ) 25 NEFIZER. EMZEX 4 F, B 2E8 R 124 M3 NHE R
124, LAUTEC A IGHJ6 * 01 JE[F. F4E B, MAb 16 B A4 V.5 TGHVI-46 * 01 Al % 03 f)
A[AR[X 96. 9% AH A, HIQAAZEIX 100 % MH [ o

[0333]  ff§E 1 MAb 16 [ V,CDR [f] CDR 1.2 Fl1 3 K BE4r 70N 11.3 A1 9 MEHAEER . 5 R MAb
16V 771 B2 I A 22/ BRI PR TGKVL-135 * 0L 7F B A7 THIZRIX Frfr) 4 Mok EAE. &
BT B APl B PR 2 TGKV2-30 % 01 F1 % 02 (M4 TGMT/DomainGapAlign, 7E 2 LR KE I
79% A ), LK COR1 ) — DR R AFE . 7ERAAFRIER 2 BRI T HZEX 12
3 15 NTFRNER . FEMZRIX 4 T, B H 2R 120 SR A 2Bz 120, DATLEC A IGKJ2
* 01 FER, ik B, MAb 16 9 AJEAL Vx FPFI5 T6KV2-30 * 01 Fil % 0294 % 4H [, H P94
FIZEIX 100 % A [

[0334] FERAFIRMLEIEE VA VK P,
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[0335]
%723
SEQ ID NO: EE 3 20 V&
84 QVQLVOSGAEVKKPGASVKVS CKASGYTFTSY YMHWVROAPG hV16a

QGLEWMGI INPSNGGTS YAQKFQGRVTMTRDTSTSTVYMELSS
LRSEDTAVYYCTRGGYYPFDYWGQGTTVIVSS

85 DVVMTQS PLSLPVTLGQOPAS I SCRESQSLLDS DGKTYLNWFQQ hVx16a
RPGQSPRRLIYLVSNRDSGVPDRFSGSGSGTDFTLKISRVEAE
DVGVYYCHWQGTHSPYTFGOGTKLEIK

86 QVQLVQSGAEVKKPGASVKVSCKASGY TFTSY YMYWVRQAPGQG | hVy,16b
LEWMGIINPSNGGTSYAQKFOGRVTMTRDTSTSTVYMELSSLRSE
DTAVYYCTRGGYYPFDYWGQGTTVTIVSS

87 DVVMTOS PLSLPVTLGQPASISCRSSQSLLDSDGKIYLYWFQQRP | hvxi6b
GQSPRRLIYLVSNRDSGVPDRPSGSGSGTDFTLKISRVEAEDVGY
YYCWQGTHSPYTFGQGTKLEIK

38 QVQLVQSGAEVKKPGASVKVSCKASGYTFTS YYMYWVRQAPGOGL | hV,l6e
EWMGEINPSNGGTNYAQKFQGRVIMIRDTSTSTVYMELSSLRSED
TAVYYCTRGGYYPFDYWGOGTTVTIVSS

89 DVVMTQS PLSLPVTLGQPAS IS CRESQSLLDSDGKTYLYWFQQRP | hVklée
GQSPRRLIYLVSERDSGVPDRFSGSGSGTDFTLKISRVEAEDVGY
YYCWQGTHSPYTFGQGTKLEIK

[0336] 552 T MAb 19 ) V, CDR ) CDR 1.2 F1 3 KJEH 518 9.7 Al 14 NEHER . 5K
MAb 19V, /5 %) B 4 (1 Fh 2 /N BRJE PR TIGHV3-2 * 01 7E 5 MR IE F AR, H 2 AN Ehr T
CDR, H-AR B8 7E NVRAL I —hPG BB IE R PR BT o o e i APl R IE R 2 TGHV4-30-4 *
01 (#R¥E IGMT/DomainGapAlign, fEZIEMR KT | 72. 4% AHF ) o« (Hs&, H T IIERE 24
FER, T IGHVA-31 * 02 1% 03 (H4E IGMT/DomainGapAlign, fEGIEIRKE | 71. 4%
FHE ) o 7ERMAF RERZ BRI THZEX 12 3 H 210 MFIER. EREEX 4,
W R R 123 YU AR 123, AIGRCA TGHT4 % 01 #£ R, &4& E, MAb 19 I AJE4L
V5 IGHVA-31 % 02 fl % 03 KA A2 [X 91. 9% AH[H, UG AZEX 100 % +H [ o

[0337]  Hf5E T MAb 19 f¥] V,CDR f¥] CDR 1.2 Ml 3 K45 7.7 Al 13 MR 5
MAb 19V P B B Rl /N R AE DR TGLV3 % 01 7E 8 Mk LA, Horf 5 A~ AL 7E CDR
i, FRAEIT I AP R IERE TGLV4A-69 * 01 % 02 ( #24E IGMT/DomainGapAlign, 7 & Jt
BV 1 69. 9% AHF ) o 7ERFIAFN RIERZ R IL T HIZRIX 1 2 3 i 23 MPHIZESR.
FERZRIX 4 th, I 40E 1% 124 208 g% 124, LADTEC A IGLT3 * 01 JE[R. &k, Al LA
¥ TGIKA * 01 FHTHIZEX 4. Bk, MAb 19 [ AJEAL Ve JEF15 TGLV4-69 * 01 Fl %
0292. 4% A4, H I EEX 100 % A5

[0338]  TEAERFRMLIIHE VAV & FEFI,

[0339]
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£24

SEQ ID NO: E #3520 vV

90 OVOLQESCPGLVKPSQTLSLTCTVSGYSITSDYAWSWIRQH V192
PGKGLEWIGYISFSGYTYYNPSLKSRVTISVDTSKNQFSLK
LSSVTAADTAVYYCAREVNYGDS YHFDYWGQGTLVTVSS

91 OLVLTQSPSASASLGASVKLTCTLSSQHRTY TIAWHQQQPEK Vx19a
GPRYLMKVKKDGSHSKGDGIPDRFSGSSSGAERYLTISSLQSE
DEADYYCGVGDAIKGQSVFVFGGETKVELK

92 OVOLOESGDPGLVKPSQTLOLTCTVSGYSITSDY AWNWIRQAD V;19b
GKGLEWIGYISFSGYTYYNPSLKSRVTISVDTSKNQFSLKLSS
VTAADTAVYYCAREVNYGDSYHFDYWGQGTLVTVSS

93 QLVLTOS PSASASLGABVRKITCTLESQHRTY T EWHQOWPEKG | VKI9b
PRYLMKVKKDGSHSKGDGIPDRFSGSSSGAERYLTISSLOSED
EADYYCGVGDAIKGOSVFVFGGETKVEIK

94 OVOLQEBGPGLVKPSOTLELTCTVSGYS I TSDYRAWNWIRQHPGK | Vi19¢
GLEWIGYISFSGYTSYNPSLKSRVTISVDTSKNQFSLKLSSVTA
ADTAVYYCAREVNYGDSYHFDYWGQGTLVTVSS

95 OLVLTOS PSASASLGASVKLTCTLSSQHARTY T1EWHQQQPEKGP | Vkl9c
RYLMEVKKDGSHSKGDGIPDRFSGSSSGAERYLTISSLOSEDE
ADYYCGVGDAIKGQSVFVFGGGTKVEIK

[0340]  AHHE 51 R PTA HURAD = AL R FRIg AEIE o 1 AT B ARH R AR DA
HEBAKGINAE NS, jiin R RE— A AR LA L R B BB S e S b v 91 Oy
T BRBIAEASH . BIRCUHINITEA | 2 R BARSCETT 58, (H N ER i, ml DAt
AT 2 BRI AN AR R B BRI
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[0001]
ool R

<110> FFL#EAE (BIOREALITES, §.4.5.)
ﬂ""ﬁ SEE S Ll (CENTRE NATIONAL DE LA RECHERGIE SCIENTIPIQUE (CNRS))
fE R E 22 [E P9 % CINSTITUT NATIONAL DE LA SANTE ET DE LA RECHERCHE
MEDICALE (INSERM) )

<mmmmﬁ¢§%$ﬂﬁm¢&%ﬁﬁ

<130> 382657-001W

<150> 61/252, 625

<1517 2009 10 16

<1605 ‘99

<170 PatentInhiZ<3. 5

2105 1

211> 8

<212» PRT

213> N TFH|

<220

221> kiR

€223> JEM= N LRI &Rk
<400> 1

Gly Tyr Tle Phe Thr Ser Tyr Trp

1 5

L2105 2

<211> 8§

<2125 PRT

213> NTIvHl

<2205

$2215 FyE

223> /YRR “ KTIPAInHR: & R0r”
<4005 2

Phe Tyr Pro Gly Asn Ser Asp Ser

1 5

<2107 3

<2115 8

<212> PRT

213> NTFF1K2205

G

§Z§g> éii*ﬁé: CNTIRHIMRGE : ARk
P4

Thr Arg Arg Asp Ser Pro Gln Tyr

1 5

<2105 4

211> 11

<2125 PRT

213> NIIF4

220>

221> IR

223> [EB= “ANTIFPINHE: Ak

<400 4

Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr
1 5 10

210> 5

<2113 3

<2125 PRT

2137 ANTIFF)

£220>

221> JePE )
K923 /?*fﬁ’ “CNIFRFIHIR: SRk
<400F 5

Lys Val Ser

1

210> 6

<2119

<212> PRT

213> NT/4

<220

<2215 KU ~

223> /yERE= C ANTIFFIRHIE . S RUL”
<400> 6

Phe GIn Gly Ser His Val Pro Phe Thr

[0002]
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1 5

<210 T

211> 8

<212 PRT

213> NT/F4

<2205

<21 SRUE )

oo AERE CNTFFI . &raik”
2 A

Gly Tyr Thr Phe Ser Ser Ser Trp

1 5

<2103 8

<211 8

{212% PRT

<213 K TJF4

<2207

221> iR .

223> JEREE CNTIFFIRHE: SR
<400> 8

Phe Leu Pro Gly Ser Gly Ser Thr

1 5

<210> 9

<211> 11

212> PRT

213> KT3I

<2207

<221> KR

{223 /1R “ K TRFIRIFE . AR
<400>49

Ala Thr Asp Gly gsn Tyt Asp Trp Phe Ala Tyr
1 10

210> 10

211 11

<9125 PRT

<2137 NLJFF

€920

221> HeyE

223> /RS AP Ak

<400> 10

GIn Ser lLeu Val His Ser Ser Gly Val Thr Tyr
1 5 10
<2102 11

211> 9

£212> PRT

<213 N LFF

<2207

<921 U .

K223 JyER= " A LUFFI A . &Rt
400> 11 ,

Ser GIn Ser’ The His Val P#o Pro Thy

1 5

<2103 12

<211 115

<212> PRT

213> KT

220>

<221 R ’

<223 JEERE= “ ATFFIRE . SR

<AQ0> 12

Glu Val Glo Leu Glo Glun Ser Gly Thr Val Leuw Ala Arg Pro Gly Ala
1 5 10

s

Ser Val Lys Mel Ser Cys Lys Ala Ser Gly Tyr Ile Phe Thr Ser Tye
2 25 30

pd &)

Trp Val His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp Ile
35 40 15

Gly Gly Phie Tyr Pro Gly Asti Ser Asp Ser Arg Tyr Asa Gln Lys Phe
50 55 60

[0003]
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[0004]

Lys Gly Lys
65

Ala Thr Leuw Thr Ala Val Thr

70

Met Asp Leuw Ser Ser Lei Thr Asn Glu Asp
90

Thr Arg Arg

Yal Ser Ser
115

210> 13
<211z 112
212> PRT

85

Asp Ser Pro Gln Tyr Trp Gly

100

213> KT FH

<220>
{2215 3k

105

G
223> JiERE C N TFRAIAHIE : Sl Ik

<400> 13
Asp Val Leu
1

Met

Thr Gln Thr Pro Lew Ser

5

Asp Gin Ala Ser Tle

Asn Gly Asn
35

20
Thr

Tyt

Pro Lys Leu Leu Ile

50

Asp Arg Phe
65

Ser Arg Leu

Ser

Gly

Ser

Leu

Tyr

Ser
70

Gys Arg
Glu Trp
40

Lys Val
55

Gly Ser

Glu Ala Gl Asp Leu

85

Ser His Val Pro Phe

210> 14
211> 118
<212 PRT

100

213> ATJFH

<220>
221> kiR

Thr

Phe Gly

10

Ser Ser
25

Tyr Leu
Ser Asn
Gly Thr
G Ly Val

90

Gly Gly
105

2935 JiERE= < N THFIHE: BREK

<400 14

GIn Val Gln Leu Gln Gln

1

Ser Val Lys

Trp Ile Glu
35

Gly Glu Phe
50

Lys Gly Lys
65

Met: Leu Leu

Ala Thr Asp

Lei Val Thr
115

<2107 15
211> 112

Tle
20

Trp
Leu
Ala

Ser

Gly
100

Val

5

Ser

Thr
Ser
85

Asn

Phe

70

Leu

Tyr

Ala

Ser Gly

s Lys Ala

Gln Arg
40

Ser Gly
55

Thr Ala
Thr Ser

Asp Trp

Ala Glu
10

Thr Gly
25

Pro Gly
Ser Thr
Asp Thr
Glu Asp

90

Phe Ala
105

64

Ser Ala Ser

75

Ser Ala Val

Gln Gly Thr

Leu

GlIn

Gln

Arg

Asp

75

Tix

Thr

Leu

Tyr

His

Asp

Ser

5

Ser

Tyr

Pro
Ser
Lys
Phe
60

Phe

Tyr

Lys

Met
Thr
Gly
Tyr
60

Ser

Ala

Trp

Val
Tle
Pro
15

Ser
Thr
Cys

Leu

Lys

Phe

Leu G

45

Asn

Asp

Val

Gly

Thr Ala Tyr
80

Tyt

Thr
110

Ser
Val
30

Gly
Gly
Leu

Phe

Glu
110

Pro

Ser

30

Glu

Thr

Tyr

Gln
L10

Phe
95

Leu

Leu
His
Gln
Val
Lys
Gln

95
Ile

Gly
15

Ser
Trp
Lys
Ala

Ty
95

Cys

The

Gly

Ser

Ser

Pro

Ile

Gly

Lys

Ala

Ser

Tle

Phe

Tyr
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[0005]

<2125 PRT
Q13> NTF%
€220

221> SRR

223> FHER N TFFIRIHIE : S RER

<400> 15

Asp Leu Val Met Thr Gln. Tht
1 5

Asp Gln Ala Ser
20

Ser Gly Val Thr
35

Ile Ser Cys

Tyr Leu His

Pro Lyvs Leu Leu Ile Tyr

50

Asp Arg Phe Ser
65

Ser Arg Val Glu

Thr His Val Pro
100

@105 16
2115 345
<2125 DNA
213> NTIE%
220>
(o2t SRR

<203y AERe=“ N TRFIH R

220>

<2212 €DS

£9925 (1), (345)
400> 16

gag gtt cag ¢to
Glu Val Gln Leu
1

tee gtg aag atg
Ser Val Lys Met
20

tgg gta cac tgg
Trp Val His Trp
35

gegt ggt 1ttt tat
Gly Gly Phe Tyr
50

aag gge aag gec
Lve Gly Lys Ala
65

atg gac cte age
Met Asp Leu Ser

aca aga aga gat
Thr Arg Arg Asp
100

gte tee tea
Val Ser Ser
115

210> 17
<211 336
<2125 DNA
213y A TJ35
<220

21 ey

Gly

Ser
70

Lys
55

Gly

Ala Glu Asp

85

Pro

cag
Gln

tee
Ser

gtt
Val

cet
Pro

aca
Thr

age
Ser
85

agt
Ser

Thr

cag
Gln

tge
Cys

daa
Lys

gga
Gly

ctg
Let
70

ctg
Leu

cee
Pro

Phe

tet
Ser

aag
Lys

cag
Gln

aat
Asti

55

act
Thr

aca
Thr

cag
Gln

Pro Leu Ser Leu Pro Val Ser
10

Arg Ser Ser Gln Ser
9

25

Trp: Tyr
40

Val Ser
Ser Gly
Leu Gly

Gly Ser
105

ggg act
Gly Thr

get tet
Ald Ser
25

agg cot
Arg Pro
40

agt gat
Ser Asp

gea gte
Ala Val

aat gag
Asn Glu

tac tgg
Tyr Trp
105

Leu

Gln

Lys

Asn Arg Phe

60

Thr Asp Phe

Val
90

75

Tyt

Phe

Gly Thr Lys

gtg
Val

ggce
Gly

gga
ily

tet
Ser

aca
Thr

gac
Asp
90

ggc
Gly

65

BREGER

ctg
Leu

tae
Tyr

cag

Gln

ageg
Arg

toe
Sat

5
tet

Ser

can
Gln

ate
Tle

ggt

tac
Tyr
60

gee

Ala

gcg
Ala

g2ge
Gly

Leu

Pro
45

Ser
Thr
Cys

Leu

dage
Arg

ttt
Phe

¢ta
Leu
45

aac
Asn

agt
Ser

gte
Val

ace
Tht:

Val
30

Gly
Gly
Leu

Ser

Glu
110

ect
Pro

ace
Thr
30

gaa
Glu

cag
Gln

agt
Thr

tat
Tyt

act
Thi
110

Leu

His
Gln
Val
Lys
Gln

95
Ile

2gg
Gly
15

age
Ser

tgg
Trp

aaa
Lys

gee
Ala

tte
Phe
95

cte
Leu

Gly

Ser

Ser

Pro

Tle
80

Ser

Lys

get
Ala

tae
Tyr

att
Ile

tte
Phe

tac
Tyr
80

tgt
Cys

aca
Thr

48

96

144

192

240

288

336

345
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[0006]

<2235 SERE= “ NTRPAIRHE: &R

<220>

<221> €DS

222 (1)..(336)

<400> 17

gat gtt ttg atg ace caa act
Asp Val Leu Met Thr Gln Thy
1 5

gat caa gee tec ate tet tge
Asp Gln Ala Ser Ile Ser Cys
20

aat gga aac acce tat tta gaa
Asn Gly Asn Thr Tyr Leu Glu
35

cta ddg ¢le ¢lg ate tac dad
Pro Lys Leu Leu Ile Tyr Lys
50 55

gac agg ttc agt gge agt gga
Asp Arg Phe Ser Gly Ser Gly
6b 70

age aga ¢tg gag gect gag gat
Ser Arg Leu Glu Ala Glu Asp
85

teca cat gttt ecg tte acg tic
Ser His Val Pro Phe Thr Phe
100

210> 18
<2117 354
<919 DNA
<213 ANLIEF
£290>

o1y kIR

223> SR KT R

{220>

221> CDS

2225 (1).. (354)

<400 18

cag gtt cag ttg cag eag tot
Gln Val Gln Leu Gln Gln Se
1 5

tea gtg aag ata tee 'tge aag
Ser Val Lvs Ile Ser Lys Lys
20

tgg ata gag tgg tta aaa cag
Trp Ile Glu Tep Leu Lys Gln
35

gga gag tit tta cct gga agt
Gly Glu Phe Leu Pro Gly Ser
50 55

aag gge ‘aag gec aca tte act
Lys Gly Lys Ala Thr Phe Thre
65 70

atg cta ctc age age ctg aca
Met Leu Leu Ser Ser Leu Thr
85

gta act gat ggt aat tat gac

Ata Thr Asp Glv Asn Tyr Asp
100

ctg gtec act gte fet gea

Leu Val Thr Val Ser Ala
115

cea
Pro

aga

Arg

tgg
Trp
40

gl
Val

tea
Ser

¢tg
Let

gga
Gly

Gly

get
Ala

agg
Arg
40

ggt
Gly

gea
Ala

tet
Ser

tegg
Trp

ete
Leu

tet
Ser’
2h

‘tac
Tyt

tee
Ser

288

Gly

gga
Gly

288
Gly
105

get

act
Thy
25

cet
Pro

agt
Ser

gac
Asp

gag
Glu

Tttt
Phe
105

tee
Sor
10

agt
Ser

ctg
Leu

HHC
Aisni

aca
Thr

gtt
Val
90

geg
Gly

gag
Glu
10

gge
Gly

gea
Gly

aca
Thr

aca
Thr

gac
Asp
90

get
Ala

66

otg
Leu

cag
Gln

cag
Gln

cga
Arg

gat
Asp
5

tat
Tyt

age
Thr

TR

otg

tac
Tyr

cat
His

gac
Asp

tee
Ser
H

tet

Ser

tac
Tyr

eet
Pro

age
Ser

aaa
Lys

Lt
Phe
60

tte
Phe

tac
Ty

agg
Lys

ate
Met

aca
Thy

g0
Gly

tac
Tyr
60

tee
Ser

gee
Ala

tae
Trp

gt
Val

art
Ile

cca
Pro
45

Lol
Ser

aca
Thr

tge
Cvs

ctg
Leu

aag

Lys

T
Phe

ott
Leu
45

aat
Asn

gac
Asp

gte

gRC
Gly

agt
Ser

gta
Val
30

gge
Gly

288
Gly

cte
Leu

ttt
Phe

gha
Gl
110

cea
Pro

agt
Ser
30

geag
Glu

gag
Glu

aca
Thr

tat
Tyt

caa
Gln
110

ettt

Leu
=
LP

¢cat
His

tag
Gln

glc
Val

aag
Lys

caa
Gln
95

ata
Tle

geg
Gly
16

age
Ser

teg
Trp

aag
Lys

gee
Ala

tac
Tyr
95

2gg
Gly

gea
Gly

agt
Set:

tet
Ser

¢ca
Pro

atc
Tle
80

ggt
Gly

aga
Lys

gee
Ala

tee
Ser

att
Ile

tte
Phe

tac
Tyr
80

tgt
Cy's

act
Thr

48

96

144

192

240

48

46

144

192

354
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[0007]

910> 19

211> 336

<2127 DNA

213> AT 5

£290>

221> Skya

%3\ SER S NP SlE g
<221> CDS

<2225 (1).. (336)

<400> 19

gat ¢tt gtg atg ace caa act cea ¢te fee otg cet
Asp Leu Val Mel Thr Glo Tht Pro Lew Setr Leu Pro
1

5 10

gat caa gee tee ate tet tge aga tet agt cag age
Asp Gln Ala-Ser Ile Seér Cys Arg Ser Ser Gln Ser

20 25

agt gga gtc dec tat tita cat tegg tac ctg cag aag
Ser Gly Val Thr Tyr Leu His Trp Tyr Leu Gla Lys

35 40

cca aag Ctc ctg atc tac aad gtt tec dac <ga tit
Pro Lys Len Lew Tle Tyr Lys Val Ser Asn Arg Phe

50 55 60

gac agg tte agt gge agt gga tca ggg aca gat tic
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe

65 70 75

agc aga gtg gag get gag gat ctg gga gtt tat tic
Ser Arg Val Glu Ala Glu Asp Len Gly Val Tyr Phe

85 90

aca cat gtt ect ce¢ acg tte gge teg ggg aca aag
Thr His Val Pro Pre Thr Phe Gly Ser Gly Thie Lys

100 105
210> 20
211> 80
<212> PRT
<2133 A (Homo sapiens)
<400 20

Ser Trp Lys Pro Arg Ser Gln Gln Pro Asp Ala Pro
1 5

10

Ala Asn Arg Asp Leu Glu Leu Pro Trp Leuw Glu Gln

20 25

Ser His His Arg Arg Gln Leu Gly Pro Gln Gly Pro

35 40

Ala Asp Pro Ser Lys Lys Gln Gly Pro Trp Leu Glu

B0 bh 60

Ala Tyr Gly Trp Met Asp Phe Gly Arg Arg Ser Ala

65 70 75

<2105 21

TS 115

<212> PRT

213> AT

€220>

€221 s

0% SRS TR &lsi
<4005 21

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys

1 5 10

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Ile

20 25

Trp Val His Trp Val Arg Gln Ala Pre Gly Gln Arg

35 40

67

gte
Val

ctt
Leu

Gea
Pro
45

tet
Ser

aca
Thr

tge
Cys

ttg
Leu

Leu,

Gln
Pro
45

Glu

Glu

Lys

Phe

Let
45

agt
Ser

gta
Val
20

gge
Gly

288
Gly

eite
Leu

tet
Ser

gaa
Glu
110

Gly

Gly
30

His
Glu

Asp

Pro

ett
Leud
15

cac
His

cag

GIn

gt
Val

adg
Lyvs

caa
Gln
95

ata

Tle

Thr
15

Pro
Leu

Glu

Glu

Gly
15

g8a
Gly

agt
Ser

tct
Ser

ceca
Pro

ate
Ile
80

agt

Ser

aaa
Lys

Gly

Ala

Val

Glu

Asn

80

Ala

Thr Ser Tyr

30

Glu Trp Met

48

96

144

240

336
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[0008]

Gly Gly Phe Tyr Pro Gly Asn
50 55

Gln Gly Arg Val Thr Lle Thr
65 70

Met: Glu Lew Ser Scr Len Arg
85

Thr Arg Arg Asp Ser Pro Gln
100

Val Ser Ser
115

<2105 22
211 112
<212> PRT
213 AT
<220>

{9215 B

(223> /TR N TRl

<400, 22
Asp Val Val Met Thr Gla Ser
1 5

Gln Pro Ald. Ser ILle Ser Cys
20

Asn Gly Asn Thr Tyr Leu Glu
35

Pro Arg Arg Leu Ile Tyr Lys
50 55

Asp Arg Phe Ser Gly Ser Gly
65 70

Ser Arg Val Glu Ala Glu Asp
85

Ser His Val Pro Phe Thi Phe
100

<2107 23
{211 118
212> PRT
2135 NTFEY
220>
221> R
23> /iERE= “ NTREFIAHE
<400> 23
Gln Val Gla Leu Val Gln Ser
1 5

Ser Val Lys Val Ser Cys Lys
20

Trp Met His Trp Val Arg Gln
35

Gly Ile Phe Lew Pro Gly Ser
50 55

Gln Gly Arg Val Thr Met Thr

65 70

Met Glu Leu Ser Ser Leil Arg
85

Ala Thr Asp Gly Asn Tyr Asp
100

Leit Val Thy Val Ser Ser
115

Ser Asp Ser
Arg Asp Thr

Ser Glu Asp
90

Tyr Trp Gly ¢
105

D ERE IR

Pro- Let Ser
10

Arg Ser Ser
25

Trp Phe Gla
AD

Val Ser 4sn
Ser Gly Thr
Val Gly Val

90

Gly Gly Gly
105

DB

Gly Ala Glu
10

Ala Ser Gly
25

Ala Pro Gly
40

Gly Ser Thr
Arg Asp Thr
Ser Glu Asp

90

Trp: Phe Ala
105

68

Leu
Gln
Glo
Arg
Asp
75

Tyr

Thi

Val
Tyr
Gln
Asp
Ser
5

Thr

Tyr

Ty
60

Ala
Ala

Gly

Pro
Ser
Arg
Phie
60

Phe

Tyr

Lys

Lys

The

Gly

Tyr
60

The §

Ala

Trp

Ser

Ser

Val

Thr

Val

1le

Pro
45

Ser

Thi

Val

Lys
Phe
Leu

45
Ala

Val

Gly

Gln

Thi

Tyt

Leu
L10

Thr
Val
30

Gly
Gly
Leu

Phe

Glu
110

Pro
Ser
30

Glu
Gln
The

Tyr

Gln
110

Ty
93

Val

Leu

15

Gln

Val

Lys

Gln

95
Ile

Gly
15

Ser
Trp
Lys

Val

Tyr
95

Phie
Tyr
80

Cys

Thr

Gly
Ser
Ser
Pro
Ile

80
Gly

Ala
Ser
Met
Phe
Tyr
80

Cys

Thr:
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<210> 24
<211> 112
<212> PRT
213> NIF5Y
<2205
L2215 SHPH
a2y SRR CATIEIE AR
9
Asp Ile Val Met ghr Gln Thr Pro Leu ?Sr‘Leu Ser Val Thr Pro Gly
1

«

Gln Pro Ala Ser Tle Ser-Cys Lys Ser Ser Gin Ser Leu Val His Ser
20 25 30

Ser Gly Val Thr Tvr Leu Tyr Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gln Let Leu Tle Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe -Ser Gly Ser Gly Ser Gly Thr Asp. Phe Thr Leu Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Ser Gln Ser
85 90 95

Thr His Val Pro Pro Thr Phe Gly Gln Gly Thr Lys Leu Glu Tle Lys
160 105 110

L2103 25

211> 14

<2125 PRT

Q213> A

400> 25

Ser Trp Lys Pro Arg Ser Gln Gln. Pro Asp Ala Pro Leu Gly
1

<210> 26

€211> 16

<212> PRT

Q213> NTFA

£2207

<221 SRR ‘

223> /ERE= C NTIal gk ARk’

<2207

€221 MOD_RES

€222 (15, (15}

<223> Ahx

<400> 26

Ser Trp Lys Pro Arg Ser Gln Gln Pro Asp Ala Pro Leu Gly Xaa Cys
1 5 10 15

210> 27

<211» 26

212> PRT

213> K

<4007 27

Gln Gly Pro Trp Leu Glu Glu Glu Glu Glu Ala Tyr Gly Trp Met Asp
1 5 10 15

Phe Gly Arg Arg Ser Ala Glu Asp Glu Asn
20 25

£2105 98
211> 5

<212> PRT

213> A

400> 28

Asp Ala Pro Leu gly
1

<210> 29
2115 6
212> PRT
213> A
<400> 29

[0009]
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[0010]

Pro Asp Ala Pro
1

210> 30

2115 7

<212» PRT

213> N

<400 30

Pro Arg Ser Gln
1

<210> 31
<2119

<2125 PRT

Q13> A

<400 31

Trp Lys Pro Arg
1

<210> 32

<2113 13

<2123 PRT

213> A

<400 32

Trp Lys Pro Arg
1

<210> 33

211> 4

<2125 PRT

213> K

<4007 33

Phe Gly Arg Arg
1

210> 34
<2115

<212» PRT

Q1I3r A

<400 34

Met Asp Phe Gly
1

<2107 35
L211>5

<2123 PRT

Q13> A

<400 35

Ala Glu Asp Glu
1

<210 36

<211> 8

<2122 PRT

213> A

<4007 36

?ly Trp Met Asp

<2107 37

211> §

L2125 PRT
<213 }\Iﬁiﬂ
<220

221> SR

@23 /R TR ARk

<400> 37
Gly Phe Thr Phe
1

<2103 38

211> 8

49125 PRT
213> KI5
$220%

<21 SRR

Leu. Gly
5

Gln Pro Asp
5

Ser Gln. Gln Pro Asp

5

Ser Gl Gln Pro Asp Ala Pro Leu Gly
5 10

Are

Asn

Phe Gly Arg Arg
5

Tht Thr Tyr &la
5
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[0011]

223> SER= AL RIRANIE . &R
<400> 38

Gly Phe Tle Phe Ser Ser Tyt Gly

1 5

<2107 39

<2117 8

{212 PRT

<2137 ANTIFFI

220>

<2215 SfEyE

Q223 ER= Y NTHRIIRRE : &Rk
<4007 39

Gly Tyr Thr Phe Thr Ser Tyy Tyr

1 5}

<2102 40

L2119

{2127 PRT

213 NIFH]

<2202

921> e

€223> JER= Y NLPAIIIRL . S BUK
<4007 40

Gly Tyr Ser Ile Thr Ser Asp Tyr Ala

1 5

210> 41

<2112 8

<21?> PRT

213> NTI7F

<220\

221> SkiE

03> /HER- “ ATRFIHR: ARIE
<4005 41

Ile Ser Ser Gly Gly Thr Tyr Thr

1 5

<2107 42

211> 8

<2125 PRT

213y NP3

<2200

<2213 R

Ziggi iﬁ%% CNTIRAIRHOE: ARk
[le Asn Tht Phe gly Asp Arg Thr

1 ;

<210> 43

<2117 8

<2123 PRT

<218y K TIH]

220>

£921% KR \
2235 R LR AIHES . SR
400> 43

Lle Asn Pro: Ser Asn Gly Gly The

1 5

2105 44
21107

<212> PRT

Q13> ATy

{2202

921> KB

(9235 IR K TRERIfiaR: &
<AQO> 44

Ile Ser Phe Ser Gly Ty Thr

1 5

210> 45

211> 10

212> PRT
213> KT
2207

71
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215 g ’
223> SR NI & Bk

<4007> 45

Ala. Thr Gln ‘Gly Asn Ty Setr Leu Asp Phe
1 5 10

210> 46

CARP A

<212» PRT

213> NI

220>

221> ki . )
223y SR Y ANLITAIHGE . &L
<400 46

Ala Arg Gly Thr Gly Thr Tyr

1

¥

210> 47

<2117 10

<212> PRT

213> KTIPFl

<2207

921> iR

<223 [ERSC NLBFIRIRR: SRk
<A460> 47

The Arg Gly Gly Tyr Tyr Pro Phe Asp Tyr
1 5 10

<210> 48

L211> 14

212> PRT

213> KT w4

<2207

221> VR

€223 JYERE= NP BIIIHEE : & BUk”

<400> 48

Ala Arg Glu V4l Asn Tye Gly Asp Sev Ty His Phe Asp Tyr
1 5 10

<2107 49

<211> 11

<2127 PRT

213> KT3I

(220>

<021 K ‘ o

€223 [ NI AR

400> 49

%ys Ser Leu Arg gis‘Thr Lys Gly Ilewggr‘Phe

<210» 50

{2112 11

212> PRT

2135 NTIF7

{220

221> i

<223 [EEREs ¢ AT PRI : S

400> 50

Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr
1 5 10

210> 51

AR P

<{212> PRT

213> NI 74

<220>

221> kiR )

<2235 SR CANLITHIRR . SRR
<400 51

Ser Gln His Arg Thr Tyr Thr

1 5

<2105 52
911 3

<212> PRT
218> AKIFFH

[0012]
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€220

<221 R

<2237 /1R C A TR HGE: SRk
<400> 52

Gln Met Ser

1

{2103 53

<2110 3

212> PRT

<2135 NI

<2207

<2215 kiR

223> Jybkes A TIFFlsais . &R
<4007 53

Let Val Ser

1

{210 54

L2115 7

<212> PRT

1%y KT

<220>

<221 KR

223> JHER= C AN TIPS At
400> 54

Val Lvs Lys Asp Gly Ser His

1 5

<210> 55

211> 9

<2125 PRT

213% K0

<220>

221> ﬁ%‘

223> /B < NTRAIHR: SRk
400> 55

Ala Gln Asn Leu Glu Leu Pro Leu Thr

1 5

<210> 56

211> @

212> PRT

213> AT 8

<2207

991> ks o

<21(2)8> %}Z’F’-% CRIFMR R SRk
1 2 ¥

Trp Gln Gly Thr His Phe Pro Gln Thr

1 5

<2103 57

<211> 9

<212 PRT

213» KIFH

{2207

<217 SRy

<ZS§\ éf.ﬁ% CNTFFIfHDA: & Bk
5

Trp Gln Gly Thr His Ser Pro Tyr Thr

1 5

210> 58

<2113 13

{2125 PRT

<218> KITF%

220>

<2215 FjE

223> /RS Y NTFAIRIRE . SRR

<400> 58

Gly Val Gly Asp Ala lle Lys Gly Gln Ser Val Phe Val
1 5 10

<2105 59
2Ly 117
<2125 PRT

[0013]
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[0014]

218> NI

220>

<2213 kiE

223> /R S NTIPAIGHg: Sl i
<4005 59

Glu Val GIn Leu Val Glu Ser Gly Gly Gly
1 5 10
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly
20 25
Ala Met Ser Trp Val Arg GlIn Thr Pro Glu
35 40
Ala Thr Tle Ser Ser Gly Gly Thr Tyr Thr
50 55
Lys Gly Arg Phe Thr Ile Ser Avg Asp Asn
65 70
Lew Gln Met Ser Ser Leu Arg Ser Glu Asp
85 90
Ala Thr Gln Gly Ast Tyr Ser Lew Asp Phe
100 105
Leu Thr Val Ser Ser
115
£210> 60
£211> 114
<2125 PRT
213> ANTFA
<220>
{2213 kym

223> /R NLIPIIH: e
<400> 60

Glu Val Gln Leuw Val Glu Ser Gly Gly Gly
1 5 10

Ser' Leu Lys Leu Ser Cys Ala Ala Ser Gly
20 25

Gly Met Ser Trp Val Arg Gln Ser Pro Asp
35 40

Ala Ser Ile Asn Thr Phe Gly Asp Arg Thr
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn
65 70

Leuw Gln Met Thr Ser Leu Lys Ser Glu Asp
85 90

Ala Avg Gly The Gly The Tyy Tep Gly Glh
100 105

Ser Ser

0105 61

211> 117

<2125 PRT

213> N TR

<220>

€221> SkiE i

223> AERE=C N LIFPIRHE . Sl
400> 61

Leu

Phe

Lys
Tyr
Al4

75

Tep

Leu
Phe
Arg
Tyr
Ala
75

The

Gly

Val Lvs Pro
Tht Phe Thy

30
Arg Lew Glu

45

Tyr Pro Asp
60

Lys Asn Ala
Ala Met Tyr

Gly Gln Gly
119

Val Gln Pro
Ile Phe Ser
30

Arg Leu Glu
45

Tyt Pro Asp
60

Lys Asn Thr

Ala Lle Tyr

Thr Thr Leu
110

Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Lys Pre

1 5 10

Ser Val Lys Leu Ser Cys Lys Ala. Ser Gly
20 2h

Tyr Met Tyr Trp Val Lys Gln Arg Pro Gly

74

Tyr

Gln

Thr Phe Thr
30

Gly
15

Thr
Trp
Ser
Leu
Tyr
95

Thr

Gly
15

Ser
Leu
Ser
Leu
Tyt

95
Thy

Gly
15

Ser

Gly
Tyt
Val
Val
Tyr
80

Cys

Ser

Gly
Tyx
Val
Val
Tyr
80

Cys

Val

Ma

Tyr

Gly Leuw Glu Trp Tle
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[0015]

35

Gly Glu Tle Asn
50

Lys Ser Lys Ala

65

Met GIn Leu Ser

Thr Arg Gly Gly
100

Leu Thr Val Ser

<210> 62

115

211> 121
<212> PRT
{213» NI

220>

<221 iR
<223 AR A LFPFIRHE: SEIK

<4007 62

Pro
Thr
Ser
85

Tyr

Ser

40

Ser Asn Gly Gly Thr
55

Leu Thr Val Asp Lys

70

Leu Thr Ser Glu Asp
90

Tyr Pro Phe Asp Tyr
1

Asp Val Gln Leu Gln Glu Ser Gly Pro
1 5

Ser Leu
Tyr Ala
Met Gly

50
Lys: Ser
65
Leu Gln
Ala Arg

Gl Gly

210> 63

Ser
Trp
39

Tyr
Arg
Leu

Glu

The
115

<2117 112
€212> PRT
<213 N ITF%)

<2207

<221 > SkUE
<2235 /S
<4007 63

Asp Tle
i

Thr Ser
Lys Gly

Pro. Gln
50

Asp fArg
65

Ser Arg

Lew Glu

Val

Ala

Lle

35

Leu

Phe

Val

Leu

Leu

20

Asn

Tle

Tle

Thr

Val

100
Ile

Met

Ser

Thr
Trp
Ser
Ser
Ser
85

Asn

Val

Thr
5

Tle
Phe
Tle
Ser
Ala

85

Leu

Cys
Tle
Phe
Val
70

Val
Tyr

Thr

Gln
Ser
Let
Tyr
Ser
70

Glu

Thr

Tht
Are
Ser:
55

Thr
Thr

Gly

Val

Val
Gln
40

Gly
Arg

Thr

Asp

Setr §

120

The
25

Phe

Ala Ala Ser

Cys
Tyr
Gln
55

Gly

Asp

Phe

Arg
Trp
40

Met
Ser

Leu

Gly

Ser
25

Tyr
Ser
Gly

Gly

Ala

75

Gly
10

Gly
Pro
Thr
Thr
Asp

90
Ty

B ¢ TSI HGR . SR

Ser
10

Ser
Leu
Asn

Thr

Val
90

Gly

Ashi
Ser
75

Ser

Trp

Leu
Tyr
Gly
Ser
Ser
75

Thr

His

Asn
Lys
Gln
Leu
Asp
T8

Tyr

Th

Pheg
60
Ser

Ala

Gly

Tyr
60
Arg

Ala

Phe

Pro
Ser
Lys
Ala
60

Phe

Tyr

Lys

45

Asn

Ser

Val

Gln

Lys

- Tle

Lys
45

Asn
Asn

Thr

Asp

Val
Leu
Pro
45

Ser
Thr
Cys

Leu

Glu

Thr

Tyr

Gly
110

Ptro
The
30

Leu
Pro
GIn

Tyr

Tyr
110

Thr
Arg
30

Gly
Gly
Leu

Ala

Glu

Lys Phe
Ala Tyr
80

Tyr Cys
95

Thr Thr:

Ser Gln
15

Ser Asp

Glu Tip

Ser Leu

Phe Phe
80

Tyr Cys
95

Trp Gly

Leu Gly
15

His Thr

Gln Ser

Val Pro

Arg Ile
80

Gln Asn
95

Leu Lys
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100 105 110

210> 64
211> 112
<212% PRT
Q13> KT
<2207
221> I ‘
jigg? é iﬂ% CNTFA R Sms k"
bl
Asp Val Val Leu ghr Gln Thr Pro Leu ¥gr Let Ser Val Thr {%e Gly
1 £

Gln Pro Ala Ser lle Ser Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Asp Gly Lys Thr Tyr Leu Asn Tep Leu Leu Gln Arg Pro Gly Gln Ser
35 40 45

Pre Lys Arg Leu Lle Tyr Led Val Ser Lys Len Asp Ser Gly Val Pro

50 55 60
Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp Phe Thy Led Lys Lle
65 70 75 80
Ser Arg Val Glu Ala Glu Asp Leiw Gly Val Tyr Tyr Cys Trp Gla Gly
85 90 95
Thr His Phe Pro Gln Thr Phe Gly Gly Gly Thr Lys Leu Glu Lle Lys
100 165 110
210> 65
211> 112
<212 PRT
213> K153
<2207

<221 Sk

<223 [YERE= Y LFAIIE SRR

<4002 65

Asp Val Val Mct Thr Gln Thr Pre Leu Thr Leu Ser Val Thr Tle Gly
1 5 10 15

Arg Pro Ala Scr Tle Secr Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 P 30

Asp Gly Lys Thr Tyr Leu Tyr Trp Lou Leu Gln Arg Pro Gly Gln Ser
35 40 45

Pro Lys Arg Leu Ile Tyr Leu Val Soér Glu Leu Asp Ser Gly Val Pro
50 55 60

Asp Arg Lle Thr Gly Ser Gly Sci Gly Thi Asp Phe The Lew Lys Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Ter Cys Tep Gln Gly
85 90 95

The His Ser Pre Tyy Thi Phe Gly Gly Gly Thy Lys Lew Glu Ile Lys
100 105 1.1}

<210> 66

201> 115

<212» PRT

213> NTF%

<220

221> Rk ,

223> /yER- C NTIFAIsaE: Greil”

<400> 66

Gln Lew Ala Leu The Gln Ser Ser Ser Ala Ser Phe Ser Leu G%y Ala
1 5 10 1

Ser Ala Lys Leu Thr €ys Thr Leu Ser Ser &ln His Arg Thr Tyr Thr
20 25 30

Ile Glu Tep Tyr Glo Glw Gl Ser Loa Lys Pre Pro Lys Tyr Val Met
35 10 45

[0016]
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[0017]

Gla Val
50

Arg Phe
65

Asn lle
Ala Ile

Thr Val

Lys

Ser

Gln

Lys

Len
115

210> 67

211> 35
<2127 DN

1
A

Lys Asp Gly Ser His Ser Thr Gly
55

Gly Ser Ser Ser Gly Ala Asp Arg

70

75

Pro Glu Asp ‘Glu Ala Ile Tyr Ile

100

213> AT

(220>

221> skig
223> MERE= “ ATPAIRHE : SR BHIrR”

220>

<2212 €DS

€222> (1).. (351)

<400> 67
gaa gtg

cag

Glu Val Gln

1

tec ctg aaa
Ser Leu Lys

gce atg
Ala Met

gea ace
Ala Thr
50

aag ggt
Lys Gly
65

ctg caa
Leu Gln

gca aca
Ala Thy

cte aca

tet
Ser
35

att
ITe

cga
Arg

atg
Met

cag
Gln

gte

Leu Thr Val

<210> 68
211> 34

115

2

¢2125 DNA
213> ATLTFF

220

221> R

7

ctg
Leu

cte
Leu
20

teg
Tep

agt
Ser

tte
Phe

agce
Ser

8gg
Gly
100

tee
Ser

85

gte
Val

tee
Sex

gtt
Val

agt
Ser

act
Thr

agt
Ser
85

aat
Asn

tea
Ser

gag
Glu

tet
Cys

€ge
Arg

ggt
Gly

ate
Ile
70

ctg
Leli

tae
Tyr

tot
Ser

ora
Ala

cag
Gln

agg
Arg

tet
Ser

288
Gly

gee
Ala

act
The
40

act

v Thr

C aga

Arg

tet
Ser

ttg
Leu

{

gga
Gly

tet
Sor
25

ceg:
Pro

tac
Tyr

gag
Asp

gag
Glu

gac
Asp
105

90

gge
Gly
1o

gga
Gly

248
Glu

dce
Thr

aat
Asni

gac
Asp
90

tte
Phe

Gly Gln Ser Val Phe Val Phe Gly

tta
Leu

tte
Phe

aag
Lys

tac
Tyr

gee
Ala
75

acg

Thit

tgg
Trp

<2285 /HEER=C NITRAIHE . & REBTFR"

220>

221> €DhS

929> (1), . (342)

<400 68
gag gtg cag ctg gtg gag tet gge gga gge tig

Glu Val Gln Leu V

1

5

al Glu Ser Gly Gly Gly Leu
10

tce ctg daa cte tee tgl gea gee tet gga tie
Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe

77

His
60

Tyr
Cys

Gly

gtg
Val

act
Thr

agg
Arg

tat
Tyr
60

aag
Lys

gee

Gly

Leu

Gly

Gly

aag
Lys

tte
Phie

ctg
Leu
45

cca
Pro

aac

Asn 2

atg

Ala Met

gge
Gly

gtg
Val

att
Tle

caa

Gln

cag
Gln

tte
Phe

Ile

Ser

Val

Th

110

cet
Pro

act
Tht
30

gag
Glu

gac
Asp

geo

tat

Tyr

gece
Gly
110

oot
Pro

agt
Set:

Pro

Ile

Gly
95

Lys

gga
Gly
15

ace
Thr

tgg
Tep

dgt
Ser

cta
Leu

tac
Ty
95

ace
The

gea
Gly
15

age
Ser

Asp

Ser
80

Asp

Val

g288
Gly

tat
Tyr

gte
Val

gtg
Val

tag
Tyr

80

tgt
Cys

Ser

288
Gly

tat
Tyr

48

96

144

192

240

336

351

48

96
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[0018]

gge
Gly

gca
Ala

aag
Lys
65

ctg
Leu

gea
Ala

atg
Met

agt
Ser
50

g8¢C
Gly

caa
Gln

aga
Arg

tce tea

Ser

Ser

tet
Ser
35

att
Ile

cga
Arg

atg
Met

£88
Gly

&

<2107 69
211> 351
<2125 DNA
213> ALFF
290>
@215 kiR

223> [ERE “ATFYIRRE: AREk

220>
<2217 €D§

$222> {1).. (351)

<40D> 69
cag gtc caa
Gln Val Gln
1

teca
Ser

tat
Tyr

gea
Gly

aag
Lys
65

atg
Met

aca

Thr

cte
Leu

gtg
Val

atg
Met

gag
Glu
50

age
Ser

aag
Lys

tac
Tyr
35

att
Ile

aag
Lys

caa cte
Gln Leu

aga
Arg

aca
Thr

gge
Gly

gte
Val
115

£210> 70
<2115 363
<212> DNA
213> NTFF
L2203
221> KR )
2287 /R NIFFIRHER: SREwER”

20

tgg
Trp

aat
Asn

tte
Phe

ace
Thr

ace
Thr

100

ctg
Leu

ttg
Leu
20

tgg
Trp

aat
Asn

2ce
Ala

age
Ser

gt
Gly
160

tec
Ser

gttt
Val

act
Thy

ace
Thr

agt
Ser

85

gga
Gly

cag
Gln

tee
Ser

gty
Val

cet
Pro

aca
Thr

age
Ser
85

tac

Tyr

teca
Ser

cge
Arg

ttt
Plie

ate
Tle
70

ctg
Leu

ace
Thr

cag
Gln

tge
Cys

ang
Lys

apc
Ser

ctg
Leu
70

ctg
Leu

tae
Tyr

cag
Gln

gat
Gly
55

tee
Ser

aag
Lys

tae
Tyt

tet
Ser

aag
Lys

cag
Gln

aat
Asn
55

act
Thr:

aca
Thr

fales
Pro

tot
Ser
40

gat
Asp

aga
Arg

tet
Ser

tgg
Tep

gg8g
Gly

got
Ala

agg
Arg
40

gat
Gly

gta
Val

tet
Ser

Tttt
Phe

cea
Pro

aga
Arg

gae
Asp

gag
Glu

g8¢
Gly
105

get
Ala

tet
Ser

cet
Pro

Gly

gae
Asp

gag.
Glu

gée
Asp
105

gac
Asp

aee
Thi

aat
Asn

gac
Asp
90

caa
Gln

gaa
Gl
10

gge
Gly

gdn
Gly

L act

Thr

aaa
Lys

gas
Asp
90

tac
Tyr

78

agg
Arg

tat

Tyt

gee
Ala
75

aca
Thi:

gge
Gly

Eé”

ctg

Leu

tac
Tyt

fotalal

Gln

adac
Asn

tec
Ser

75
tet

Ser

teg
Trp

ageg
Arg

tat
Tyr .
60
dag
Lys

gee
Ala

ace
The

gtg
Val

ace
Thr

g8c
Gly

ctg
Lei
45

ceca
Prs

aac
Asn

att
Ile

act
Th

aag
Lys

tte
Phig

ctt
Leu

45

ttic
Phe
60

tee

Ser

g2Cg
Ala

gge
Gly

aat
Asn

age
Ser:

gte
Val

can
Gln

gag
Glu

gac
Agp

ace
Thr

tat
Tyr

cle
Leu
110

cct
Pro

acc
The:
30

gag
Glu

Glu

aca
Thr

tat
Ty

gege
Gly
110

ttg
Leu

agt
Ser:

ctg
Leu

tac
Tyt

95

aca
Thr

g88g
Gly
15

age
Ser

teg
Trp

aag
Lys

geca
Ala

tac
Tyr
95

ace
Thr

get
Ala

tae
Ty

att

Lle

tie
Phe

tac
Tyr
80

tgt
Cys

act
Thr

144

192

240

336

342

48

96

144

192

240

336
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[0019]

220>

221> €DS

222> (1).. (363)

400> 70

gat gtg cag ctt cag gag tcg gga cet gge ¢tg
Asp Val Gln Leuw Gln Glu Ser Gly Pro Gly Leu
1 :

tet ctg tee ¢to aca tge act gte act gge tac
Ser Leu Ser Leu Thr Cys Thr Val Thr Gly Ty#

20 pits

tat gee tgg aat tgg atc c¢gg cag tit cca gga
Tyr Ala Trp Asn Tep llé Arg Gln Phe Pro Gly
35 46

atg gge tac ata age tte agt ggt tac det agt
Met Gly Tyr Ile Ser Phe Ser Gly Tyr Thr Ser
50 55

aad agt ¢ga ate tet gfec act €gg gac aca tee
Lys Ser Arg Ile Ser Val Thr Arg Asp Thr Ser
16153 70 75

ctc cag ttg act tet gtg act dact gag gac aca
Leu Gln Leu Thr Ser Val Tht Thr Glu Asp Thr
85 90

gea aga gag gtce aaec tat gge gac tee tac cac
Ala Arg Glu Val Asn Tyvr Gly Asp Ser Tyr His
100 105

caa gge acc att gtc aca gte tec tea
Gl Gly The Tle Val Thr Val Ser Ser
115 120

£210> 71

211> 336

<212 DNA

Q13> ATFH

<220>

221>

2'21%3: AR “ NTFAIRIME: SRS UHR"
<2217 €DS

€222> (1)..(336)

400> 71

gac att gteg atg acg cag get gea tee fet aat
Asp. Ile Val Met Thy Gln Ala Ala Ser Setr Asn
1 5 10

aca tee get teo ate teg tge agg tet agt aag
Thr Ser Ala Ser Ile Ser Cys Arg Ser Ser Lys
20 25

aaa gge ate act ttt ttg tat tgg tat ctg cag
Lys Gly 1le Thr Phe Leu Tyr Trp Tyr Leu Gin
35 40

cct cag cte etg att tat cdg atg tec aac ctt
Pro Gln Leu Leu Tle Tyr Gln Met Ser Asn Leu
50 55

gac agg tte aglt age agt ggg tca gga act gat
Asp Arg Phe Ser Ser Ser Gly Ser Gly Thr Asp
65 70 5

age aga gtg gag get gag gat ttg get gttt tat
Ser Arg Val Glu Ala Glu Asp Leu Gly ¥Yal Tyr

cta gaa ¢tt ccg e dcg tic ggt get geg ave
Leu Glu Leu Pro Leu Thr Phe Gly Ala Gly Thr
100 105

Q10> 72

79

gtg
Val

tea
Ser

aac
Asn

tae
Ty
60

agg
Arg

gco
Ala

tit
Phe

cca
Pro

agt
Ser

dag
Lys

ece
Ala
60

tte
Phe

tac
Tyr

aag
Lys

aaa
Lys

ate

Ile

aaa
Lys
45

aac
Asn

aac
Asn

ACR
Thr:

gac
Asp

gte
Val

cte
Leu

cca
Pro
45

tea
Ser

ACE
Th:

tgt
Cys

ctg
Leu

cetr
Pro

ace
The
30

ctg
Lau

cca
Pro

act
The

cgd
Arg
30

ggc

Gly

gga
Gly

ctg
Leu

get
Ala

gag
Glu
110

tet
Ser
15

agr
Ser

gag
Glu

tet
Ser

tte
Phe

fac
Tyr
95

teg
Ttp

ctt
Let
15

cat
His

cag
Gln

gte
Val

aga
Arg

caa
Gl
95

ctg
Leu

cag
Gln

gat
Asp

g
Trp

cte
Leu

Tte
Phe
80

tgt
Cys

gge
Gly

gea
Gly

act
Thr

tet
Ser

cea
Pro

ate
Ile
80

aat
Asn

daa
Lys

48

96

144

192

240

288

336

363

48

96

144

288

336
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[0020]

<2115 336

<212> DNA

Q13 KT

<2207

221> iR

2(2)%8/ SER= N TIPFIRL . SlelER”
221> €DS

<2225 (1).. (336)

<400> 72

gat gtt gtg etg acc cag act cca cte act tig
Asp Yal Val Leu Thr Gln Thr Pro Leu Thr Leu
1 5 10

caa ¢ca gec teec ate tee tge agg tea agt cag
Glo Pro Ala Set Ile Ser Cys Lys Ser Ser Gln
20 25

gat gga aag aca tat ttg aat tgg ttg tia cag
Asp Gly Lys The Tyr Leu Asn Trp Leu Leu Gln
35 40

ceca aag cgc cta ate tat etg glg tect aaa etg
Pro Lys Arg Leu Ile Tyr Leu Val Ser Lys Leu
50 55

gac agg tte act gge dgt gga tra ggg aca gat
Asp Arg Phe Thr Gly Ser Gly Ser Gly Thr Asp
65 70 pies

agc aga gtg gag gct gag gat ttg gegd gtt tat
Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr

aca cat ttt cct cag acg ttec ggt gga gge acc
Thr His Phe Pro Gln Thr Phe Gly Gly Gly Thr
100 105

2100 73

211> 336

<212> DNA

Q213> ATH9

220>

221> e

223 iER AT IE: GRS
<221> DS

<222 (1).. (336)

<400% 73

gat gtt gtg ate acc cag act ¢ea cte act ttg
Asp Val Val Met Thr GIn Thr Pro Leu Thr Leu
1 5 10

cge cca gee ‘tece ate tet tge aag tea agt cag
Arg Pro Ala Ser Ile Ser Cys Lys Ser Ser Gln
20 25

gat gga aag aca tat ttg tat tgg ttg tta cag
Asp Gly Lys Thr Tyr Leu Tyr Tep Lew Leu Glu
35 40

€ca aag cgc cta ate tat c¢tg gtg tet gag ¢tg
Pro Lys Arg Leu Tle Tyr Leu Val Ser Glu Leu
50 55

gdac agg ate act gge agt ggeg g ggg aca gat
Asp Arg Ile Thr Gly Ser Gly Ser Gly Thr Asp
(6151 70 75

agc aga gbg gag get gag gat ttg gga gkt ta
Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr
85 90

aca cat tet ¢cg tae acg tic gga ggg ges ace

Tht His Ser Pro Tyr The Phe Gly Gly Gly The
100 105

80

teg
Ser

age
Ser

agg
Arg

gac
Asp
60

tte
Phe

tat
Tyr

aag
Lys

teg
Ser

age
Ser

agg
Arg

gae
Asp
60

tie
Phe

tat
Tyr

dag
Lys

gt
Val

cte
Leu

cea
Pro
45

tet
Ser:

dea
The

tge
Cys

¢ty
Lett

ott
Val

cte
Leu

CCa
Pro
45

tet
Ser:

aca
Thr

tge
Cys

cte
Letl

dee
Thr

tta
Leu
30

Gly

gga
Gly

ctg
Leu

tgg
Trp

gaa
Glu
110

ace
Thr

tta
Leu
30

g8¢
Gly

gga
Gly

etg
Leu

tgg
Trp

g
Glu
110

att
Tle
15

gat
Asp

cag
Gln

gte
Val

add
Lys

caa
Gln
95

ate
Ile

att
Tle
15

gac
Asp

cag

Gln

gtc
Val

aag
Lys

caa
Gln
95

ata
Lle

gga
Gly

agt
Ser

tet
Ser

cet
Pro

ate

1le

80

ggt
Gly

aaa.
Lys

888
Gly

agt
Ser

tet
Ser

cet
Pro

ate
Tle
80

gga.
Gly

adg
Lys

48

96

144

240

288

336

48

96

144

192

240

336
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[0021]

210> 74
211> 345
<212 DNA
213> ANTIFY
<2205
221> Fs
g%i [ER= 4 N TRAIR R SR Btrm”
<9215 €DS

<2223 (1).. (345)

400> 74
caa ctt geg cte
Gln Leu Ala

1

tea
Ser

att
Tle

gag
Gl

cge
Arg
65

aac
Asn

gea
Ala

act
Tht

gea
Ala

gaa
Glu

gtt
Val
50

tte
Phe

atec
Ile

att
Tle

gte
Val

aaa
Lys

teg
Trp
35

aag
Lys

tet
Ser

cag
Gln

aag
Lys

cta
Leu
115

210> 75
211> 117
<212> PRT
218> ATJF%
<220
<9215 SR
<223 /VER- “ AT SkE Ik
<400> 75
Glu Val Gln

1

Ser

Leu

Arg

Ala Met Ser

Ser
Lys
65

Leu
Ala

Val

Ser
50

Gly
Gln

The

Thr

35
Ile

Arg

Met

Gln

Val §

115

Leu

cta
Leu
20

tat
Tyr

aaa
Lys

gga
Gly

ect
Pro

gga
Gly
100

Leu
Leu
20

Trp
Ser
Phe

Asn

Gly
100

act
Thr

acg
Thr

cag
Gln

gat
Asp

tee
Ser

gaa
Glu
85

fofaral
Gln

Val
5
Ser
Val
Ser
Thr
Ser
85

Asn

Ser

cag

Gln

tgce
Cys

cagd
Gln

gga
Gly

agt
Ser
70

gat
Asp

tet
Ser

Glu
Cys
Are
Gly
Ile
70

Leu

Tyt

tea
Ser

act
The

cag
Gln

age
Ser
55

tet
Ser

gaa
Glu

gtg
Val

Ser
Ala
Gln
Gly
55

Ser

Arg

Ser

tet
Ser

ttg
Leu

tca
Ser
A0

cac

His

gat
Gly

gea
Ala

Tt
Phe

Gly
Ala
Ala
40

Thr
Arg

Ala

Leu

tea
sSer

agt
Ser

25

cte
Leu

age
Ser

got
Ala

ata
Lle

gtt
Val
105

Gly
Ser
25

Pro
Tyr
Asp

Glu

Asp
105

gee
Ala
10

agt
Ser

adg
Lys

acd
Thy

gat
Asp

tae
Tyr
90

ttc
Phe

Gly
10

Gly
Gly
The
Asn
Asp

90

Phe

81

tet
Ser

taa
Gln

cet
Pro

ggt
Gly

cge
Arg
75

ate
Ile

g8C
Gly

Leu
Phie
Lys
Tyr
Ala
7

Thi

Trp

tic
Phe

cae
His

cet
Pro

cat
His
60

tac

Ty

tgt
Cys

ggt
Gly

Vial
Thr
Gly
Twr
60

Lys

Ala

Gly

tee
Ser

aga
Arg

aag
Lys
15

gge
Gly

cte
Leu

ggt
Gly

g80
Gly

Lys
Phe
Leu
45

Ala
Asn

Val

Gln

ctg
Leu

dcg
Thi

tat
Tyr

att
Ile

age
Ser

gtg
Val

acc
Thr
110

Pro
Thr
30

Glu
Asp
Ser

Tyr

Gly
110

gga gce
Gly Ala
15

tac acce
Tyr The

gtg atg
Val Met

ceot gat
Pro Asp

att tec
Lle Ser

80
ggt gat
Gly Asp
95

aag gte
Lys Val

Gly Gly
15

Thr Tyr

Trp Val

Ser Val

Leu Tyr
80

Ty Cys
95

The Tht

48

96

144

192

240

288

336

345
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[0022]

<9105 76

11> 112

<212> PRT

213> ANTHFF

220>

291> g o

2%?6\ %H%— “NIFPpliafg: &g i”

Asp Tle Val Met ghr‘GIn Setr Pro Leu ?gr‘Leu‘PTO Val Thr ?ro Gly
1 ; ‘ 5

Glu Pro Ala Scr Ile Ser Cys Arg Ser Ser Lys Ser Leu Arg His Thr
20 25 30

Lys Gly Tle Thr Phe Leu Tyr Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Gli Leu Leu Tle Tye Gln Met Ser Asn Atg Al Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly SerGly Ser ‘Gly Thr Asp Phe Thr Lew Lys 1le
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Ala Gln Asn
85 90 95

Leu Glu Leu Pro Leu Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

100 105 L0
210> 77
211> 117
{2125 PRT
213> A%
{2205

<221 R )

223> [{EB= “ NTIPFliHE: SlE iR

400> 77

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thy Phe Thi Thr Tyr
20 25 30

Ala Met Asn Tip Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ser Ser Ile Ser Ser Gly Gly Thr Tyr Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Tle Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Thr Gln Gly Asn Tyr Ser Leu Asp Phe Tip Gly Gln Gly Thr Thr

100 105 110

Val Thr Val Ser Ser

115
<210> 78
211> 112
<2123 PRT
213> AT
<220
221> R N
223> /RS N TFPIHIREE: SREKT
400> 78
Asp Tle Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pre Gly
1 5 10 15

Glu Pro Ala Ser Ile Ser Cyvs Arg Ser Ser Lys Seér Leu Arg His Thr
20 25 30

82



CN 104628857 A

F 5 ®

22/29 I

[0023]

Lys Gly Ile Thr Phe Leu Asp Tep Tyt Leu
35 10
Pro Gln Let. Leu Ile Tyr Gln Meét Ser Asn
50 55

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thi

65 70

Ser Arg Val Glu Ala Glu Asp Val Gly Val
85 90

Leu Glu Leu Pro Leu The Phe Gly Gly Gly

100 105

210> 79

211> 117

<212 PRT

23 AT

220>

<2215 SEJE

@3> TR NTRTIGHS: SREK
<400 79

Gl Val Gln Leu Val Glu Ser Gly Gly Gly
1 5 10

Ser Lew Arg Leu Ser Cys Ala Ala Ser Gly
20 25

Ala Met Ser Trp Val Arg Gln Ala Pro Gly L

35 40

Ser’ Thy Tle Ser Sér Gly Gly Thy Tyt Th
50 55

Lys Gly Arg Phe Tht ILle Ser Arg Asp Asn
65 70

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp
85 90

Ala Thr Gln Gly Asn Ty Ser Leu Asp Phe
100 105

Val Thr Val Ser Ser
115

<2105 80

211> 114

<212> PRT

213> N TFF

<2203

<2215 SRy )

223> /RS NTLIpalg: e
<4007 80

Gl Val Gln Leu Val Glu Ser Gly Gly Gly
1 5 10

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25

Gly Met Set Tep Val Arg Gln Ala Pre Gly
35 40

Ala Asn Ile Asn Thr Phe Gly Asp Arg Th
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Agp Asn
65 70

Leun Gln Met Asn Ser Leu Arg Ala Glu Asp
85 90

Ala Arg Gly Thr Gly The Tyr Tip Gly Gln
100 105

83

Gl

Arg

‘Asp‘
5

Tyr

The

Ala
75
Thr

Trp

Tyr
Ala
75

Thir

Gly

Lys
Ala
60

Phe

Tyr

Lys

Vel
The
Gly
Tyr
60

Lys
Ala

Gly

Val
Lle
Gly
Tyr
60

Lys

Ala

Thyr

Pro
A5

Ser
Thy

Cys

Val

Lys
Phe
Leu
45

Ala
Agn

Val

Gl

Gln
Phe
Leu
45

Val
Asn
Val

Let

Gly

Gly

Leu

Ala

Glu
110

Pro
Thi
30

Glu
Asp
Ser
Tyr

Gly
110

Pro
Ser
30

Glu
Asp
Ser

Tyr

Val
110

Gln
Val
Lys
Gln

Ile

Gly
15

Thr
Trp
Ser
Leu
Tyr
95

Thix

Gly
15

Ser
Trp

Ser

Lsu

Tgr :

95
Thr

Ser
Pro
Ile
80

Asn

Lys

Gly

Tyr

Val

Val

Gly

Tyr

Val

Val
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Ser Ser
<2105 81
Q11 112
£212> PRT
213> KT3I
220>
221> RiE ‘ ) .
§2§3> éiﬁ%: CNTIFEFI L &R BN
400>
Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly
1 5 10 15
Gln Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Set Leu Leu Asp Ser
20 25 30
Asp Gly Lys Thy Tyr Leu Asn Tep Phe Gln Gln Arg Pro Gly Gln Ser
35 40 45
Pro Arg Arg Leu Ile Tyr Leu Val Ser Asn Arg Asp Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 5 80
Ser Arg Val Glu Ala Glu Asp Val Gly Val Tyr Tyr Cys Trp Gln Gly
85 50 95
Thr His Phe Pro Gln Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105 110
<210> 82
<211 114
<2123 PRT
Q13> NTFF
L2205
221> ﬂ%ﬂ?
K293 /éﬁ%z “NIIFHI e Sk
400> 8
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ile Phe Ser Ser Tyr
20 25 30
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leiu Glu Trp Val
35 40 45
Ala Ser Tle Asn The Phe Gly Asp Avg The Tyr Tye Val Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Tle Ser Arg Asp Asn Ala Lys Ash Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Thr Gly Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr Val
100 105 110
Ser Ser
210> 83
<211 112
<2127 PRT
L13x AT TR
220> ‘
L K N
iﬁgg? §§E$§: “KNTFEFIHE : &2k
Asp Val Val Met Thr Gli Ser Pro Leu Ser Leu Pro Val Thr Leuw Gly
1 5 10 15

[0024]

84



CN 104628857 A

F 3

3

24/29 I

[0025]

Gl Pro Ala
Asp Gly Lys
35

Pro Arg Arg
50

Asp Arg Phe
65

Ser Arg Val

Thr His Phe

<2107 84
<211 117
<212> PRT

Ser Ile
20

Thr Tyr
Leu Ile

Ser Gly

Ser

Leu

Tyr

Ser
70

Cys Arg Ser
25

Asn Trp Phe
40

Leuw Val Ser
55

Gly Set Gly

Glu Ala Gl Asp Val Gly

85

Pro Gln
100

213> ATFH

220>
221> KR

Thr

Phe Gly Gly
105

Ser
Gln
Lys
Tht:
Val

90
Gly

<2285 /iR K TR FIRHE . i@ x”

<400> 84

GIn Val Gln Leu Val Gln

1

Ser: Val Lys

Tyr Met Tyr
35

Glv Ile Ile
50

Gln Gly Arg
65

Met Glu Leu
Thr Arg Gly
Val Thr Val
115
<210> 85

211> 112
<212> PRT

5

Val Set
20

Trp Val
Asu Pro
Val Thr

Ser Sér

85

Gly Tyr
100

Ser Ser

213> A LFF

220>
21>

Cys
Arg
Ser
Met
70

Leu

Tyr

Ser Gly Ala
Lys Ala Ser
25

Gln Ala Pro
40

Asn Gly Gly
55

Thr Arg Asp

Arg Ser Glu

Pro Phe Asp
105

Glu
10

Gly
GlLy
Thr
Thy
Asp
90

Tyr

<223 MER= CATJPAINRE: SREK

<400> 85
Asp Yal Val
1

Gln Pro Ala
Asp Gly Tys
35

Pro Arg Arg
50

Asp Arg Phe
65

Ser Arg Val

Met The Gln Set Pro Leu

«

Ser Ile
20

Thr Tyr
Leu Ile

Ser Gly

Glu Ala
85

Ser

Lenu

Ty

Ser

70
Gli

Cys Arg Ser
25

Tyr Trp. Phe
40

Led Val Ser

55

Gly Ser Gly

Asp Val Gly

85

SEr
10

Ser

Gln

Thr

Val
90

Gln

Gln

Arg

Asp
75
Ty

Tht

Val

Tyr

Gln

Leu

Gln

+In

Ser
Atg
Agp
60

Phe
Tyr

Lys

Lys
Thr
Gly
Tyr
60

Thy

Ala

Gly G

Pro
Ser
Arg
Asp
60

Phe

Ty

Lei

Pro
45

Set:

Tht 1

Cys

Val

Lys
Phie
Leu

45
Ala

Val
Leu
Pro
45

Setr

Thi

Cys

Lel
30
Gly

Gly

Trp

Glu
110

Pro
The
30

Glu
Gln
Thr

Tyt

Gly
110

The
Leu
30

Gly
Gly

Leu

Trp

Lys
Gln
95

I1e

Trp
Lys
Val
Tgr

95
Thr

Leu
15

Asp
Gln
Val

Lys

Gla
95

Ser
Ser
Pro
Ile
80

Gly

Lys

Ala

Ty

Met

Phe

Gly

Ser

Ser

Pro

Ile

80
Gly
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[0026]

The Hlis Ser Pro Tyr Thr Phe Gly Gl Gly
100 105

210> 86

<211 117

<212» PRT

213> KIF7)

<220>

<221> %R " o
<223 /YERE= C NTIVFIMHE: SEk”
400> 86

Gln Val Gln Leu gal Gln Ser Gly Ala Géu
1 1

Ser Val Lys Val Ser Cys Lys Ala Ser Gly
20 25

Tyr Met His Trp Val Arg Gln Ala Pro Gly
35 40

Gly Ile Ile Asn Pro Ser Asn Gly Glyv Thr
50 55

GIn Gly Arg Val Thr Met Thr Arg Asp Thr
65 70

Met Glu Leu Ser Ser Leu Atrg Ser Glu Asp
85 90

Thr Arg Gly Gly Tyr Tyr Pro Phe Asp Tye
100 105

Val Thr Val Set Ser
115

<210> 87

<211 112

212> PRT

Q213r NP5

L2207

Q21> iR

2%3? é éfﬁfz “NTFHI R &R i
Asp Val Val Met Thr Gln Ser Pro Leu Ser
1 5 10

Gln Pro Ala Ser Ile Ser Cys Arg Ser Sei
20 25

Asp Gly Lys Thr Tyr Leuw Asn Trp Phe Gln
39 40

Pro Arg Arg Leu lle Tyr Leu Val Ser Asn
50 55

Asp: Arg Phe Ser Gly Seér Gly Ser Gly Thr
65 70

Ser Arg Val Glu Ala Glu Asp Val Gly Val
85 90

Thr His Ser Pre Tyr Thr Phe Gly Gln Gly T

100 105

<210> 88

<211 117

<212> PRT

213> ATHA)

<920

<221 U

223> NERE= Y N TEFIREGE - S ik”
<400 88

Gln Val Gln Leu Val Gla Ser Gly Ala Glu
1 5 10

Ser Val Lys Val Ser €ys Lys Ala Ser Gly

86

The

Val
Tyt
Gln
Ser
Ser
75

Thi

Trp

Leu
Gln
Gln
Arg
Asp

75

Tyt

Val

Tyr

Lys Leu

Lys Lys
Thr Phe
Gly Leu

45
Tyr Ala
60
Thr Ser
Ala Val

Glv Gln

Pro Val
Ser Leu
Arg Pro

45
Asp Ser
60
Phe Thr

Tye Cys

Lys Leu

Lys Lys

Thr Phe

Glu
110

Pro
Thr
30

Gl
Gln
Thr

Ty

Gly
110

Thr
Leu
30

Gly
Gly
Leu

Trp

Glu
110

Pro

Thr

Lle

Gly
15

Ser
Trp
Lys
Val
Tyr

95
The

Leu
15

Asp
Gln
Val
Lys
Gln

95
lle

Gly
15

Ser

Lys

Ala
Tyr
Met
Phe
Tyr
80

Cys

The

Gly
Ser
Ser
Pro
Ile
80

Gly

Lys

Ala

Tyt
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[0027]

20

Tyr Met Tyr Trp Val
35

Gly Glu Tle Asn Pro
50

Gln Gly Arg Val Thr
65

Met. Glu Leu Ser Ser
85

Thr Arg Gly Gly Tye
100

Val Thr Val Ser Ser
115

210> 89

211> 112
<2125 PRT
213> NTFe#
220>

<991 A

2h
Arg Gln Ala Pro Gly
40
Ser Asn Gly Gly Thr
55
Met Thr Arg Asp Thr
70
Lew Arg Ser Glu Asp
90

Tyr Pro Phe Asp Tyr
105

4023> ATR= ¢ NITEPIHS: &5
ZHK”

400> 89

Asp Val Val Met Thr
1 5

Gln Pro Ala Ser Ile
20

Asp Gly Lys The Ty
35

Pro Arg Arg Leu lle
50

Asp Arg Phe Ser Gly
65

Ser Arg Val Glu AEa

85
Thr His Ser Pro Tyr
100
€210> 90
211> 121

<2125 PRT
213> A LFF
{2205

221>

Gln Ser Pro Leu Ser
10

Ser Cys Arg Ser Ser
25

Leu Tyr Trp Phe Gln
40

Tyr Let Val Ser Glu
55

Ser Gly Ser Gly The
70

Gl Asp Val Gly Val
90

Thy Phe Gly Gln Gly
105

KB
<223 ER= CATJPAINRE: SREK

<4007 90
Glo Val Gln Leu Glu
1

«

Thr Leu Ser Leu Thr
20

Tyr Ala Trp Asn Trp
35
Ile Gly Tyr ILle Ssr
50

Lys Ser Arg Val Thr
65

Leu Lys Leu Ser Ssr
85

Glu Ser Gly Pro Gly
10

Cys Thr Val Ser Gly
25

Tle Avg Gln His Pre
40
Phie: Ser Gly Tyr Thy
55

Ile Ser Val Asp Thr
T0

Val Thr Ala Ala Asp
90

87

Gln

Asn

Ser

75
Thr

Trp

Len
Gln
Gln
Arg
Asp
5

Tyr

Thr

Leu

Ty

Gly

Tyr

=3-LA
DD

Thy

Gly Leu
45

Tyr Ala
60

Thr Ser
Ala Val

Gly Gln

Pro-Val
Ser Leu

Arg Pro
45

Asp Ser
60

Phe Thi

Tyr Cys

Lys Leu

Val Lys
Ser Ile

Lys Gly
45

Tyr Asn
60

Lys Asn

Als Val

30
Glu

GIn

Thr

Tyr

Gly
110

The

Leu A

30
Gly

Trp

Glu
110

Pro
Thr
30

Let
Pro

Gln

Tyr

Trp
lys
Val
Tyr

95
Thr

Lys
Gln
95

Tle

Ser
15

Ser
Glu
Ser

Phe

Tyt
95

Met

Phe
Tyr
80

Cys

Thr

Gly

Ser

Pro
Ile
80

Gly

Lys

GLn
Asp
T¥p
Leu
Ser

80

Cys
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Ala Arg Glu Val Asn Tyr Gly Asp Ser Ty Ilis Phe Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 91

<2113 115

<212> PRT

Q213> NTFH

220>

{221 SRR .

223> RS “ANLITAINHE: SRR

<4005 91

Gln Leuw Val Leu Thr Gln Ser Pro Ser Ala Ser Ala Ser Leu Gly Ala
i 5 10 15

Ser Val Lys Leu Thr Cys Thr Leu Ser Ser Gln His Arg Thr Tyr Thr
20 25 30

Tle Glu Tep His 6ln Gln Gln Pre Glu Lys Gly Pro &rg Tyr Leu Met
35 40 45

Lys Val Lys Lys Asp Gly Ser His Ser Lys Gly Asp Gly Lle Pro Asp
50 55 60

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Are Tyr Leu Thr lle Ser
65 70 75 80

Ser Leu Gln Ser Glu Asp Glu Ala Asp Tye Tyr Cys Gly Val Gly Asp
85 90 95

#Ala Ile Lys Gly Gln Ser Val Phe Val Phe Gly Gly Gly Thr Lyvs Val
100 105 110

Glu Ile Lys
115

<2107 62
<211 121

<212> PRT _

<213 NP4

<290

<2215 Seys

<2230 /TERE= “ NT RS RR: HaE k"

£400> 92
Gln: Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln
1 5 10 15
Thr Leu Ser Leu Thr Cys The Val Ser Gly Tyr Ser Ile Thr Ser Asp
20 25 30
Tyr Ala Trp Ser Trp lle Arg Gln His Pro Gly Lys Gly Leu Glu Trp
35 40 45
Ile Gly Tyr Ile Ser Phe Ser Gly Tyr Thr Tyr Tyr Asn Pro Ser Leu
50 55 60
Lys Ser Arg Val Thr Tle Ser Val Asp The Ser Lyg Asa Gln Phe Ser
65 70 75 80
Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gli Val Asn Tvr Gly Asp Ser Tyr His Phe Asp Tyr Trp Gly
100 105 110
Gl Gly Thy Leu Val Thr Val Ser ber
115 120
210> 43
<211» 115
<2125 PRT
213> KI5
220>
221> iR

[0028]

88
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FF

L7

28/29 I

[0029]

<2935 SRR H AT BRI SR

<100> 93

GIn Leu Val Leu Thr Gln Ser Pro Setr Ala

Ser Val Lys
Ile Ala Trp
35

Lys Val Lys
50

Atrg Phe Ser
65

Ser Leu Gln
Ala Tle Lys
Glu Tle Lys
115
<2107 94

211> 121
212> PRT

Leu
20

His
Liys
Gly

Ser

Gly
100

213> NI 5

220>
221> ki

5

Thr Cys
Gln Gln
Asp Gly
Ser Ser

70

Glu Asp
85

Gln Ser

Thy
Gln
Ser
55

Ser

Glu

Val

Leu
Pro
40

His
Gly

Ala

Phe

10

Ser Ser
25

Glu Lys
Ser Lys
Ala Glu

Asp Tyr
90

Val Phe
105

223> MERS C ATRAIHEE: SRS

<4007 94

Gln Val Gln

1

Thr Leu Ser

Tyr Ala Tip
35

Ile Gly Tyr
50

Lys Ser Arg

Lew Lys Leu

Ala Arg Glu

Gln Gly Thr

115

210> 95
QI 115
<212> PRT

Leti

Leu

20

Asn

Ile

Val

Ser

Val

1.00

Leu

213> N3
<2205

<221> ki@

Gln Glu
5
Thr Cys
Trp Ile
Ser Phe
Thr Lle
70
Ser Val

Asn Tyr

Val Thr

Ser
Tht
Arg
Ser
55

Ser
The:
Gly

Val

Gly
Val
Gln

40
Gly

Val

Ala

Asp

Ser
120

Pro Gly
10

ser Gly
25

His Pro

Tyr Thr

Asp Thr

Ala Asp
90

Ser Tvr
105

Ser

23> SEE= N TRAItHGE: SmEh”

<4007 95

Gln Leuw Val Leu Thr Glun Ser Pro Ser Ala

1

¥

10

Ser Val Lys Leu Thr Cys Thr Leu Seér Ser

20

25

Ile Glu Trp His Glo Glu Gl Pre Glu Lys

35

40

89

Ser Ala

Gln His

Gly Pro

Gly Asp
60

Arg Tyr
75
Tyr Cys

Gly Gly

Let Val
Tyr Ser

Gly Lys

Ser Tyr
60

Ser Lys

5

Thr Ala

His Phe

Ser Ala

Gln His

Gly Pro

Ser

Arg
Arg
45

Gly

Leu

Gly

Lys
Ile
Gly
45

Asn
Asn

Val

Asp

Ser

Arg

Leu

Thi:
30

Tyr
Ile

Thi

Val

r Thr

110

Pro
Thr
30

Lei
Pro
Gln

Ty

Typ
110

Lt

Gly
15

Tyr
Leu
Pro
Ile
Gly

95

Lys

Setr
15

Ser
Glu
Ser
Phe
Tyr

95

Trp

Gly
15

Ala

Thr
Met
Asp
Ser
80

Asp

Val

Gln

Asp

Trp

Leu

Ser

80

Gly

Ala

Thr Tyr Thr

30

Arg Tyr Leu Met

45
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Glu Val Lys Lys Asp Gly Ser His Ser Lys Gly Asp Gly lle Pro Asp
50 o5 60

Arg Phe Ser Gly Ser Ser Ser Gly Ala Glu Avg Tyr Leu The Ile Ser
65 70 7H 80

Ser” Leu Gln Ser Glu Asp Glu Ala Asp ggr Tyr Cys Gly Val Gly Asp
; 95

»:

Ala Ile Lys Gly Gln Ser Val Phe Val Phe Gly Gly Gly Thr Lys Val
100 105 110

Glu Tle Lys
115

<2107 96

2117 29

<212 PRT

213> AT

220>

<215 KR

ggégi /R AT HGR . SRk

<221> MOD RES

222> (2).. (8

223> Ahx

<400> 96

Cys Xaa Xaa Gln Gly Pro Trp Leu Glu Glu Glu Glu Glu Ala Tyr Gly
1 5 10 15

Trp Met Asp Phe Gly Arg Arg Ser Ala Glu Asp Glu Asn
20 25

210> 97

<211> 13

212> PRT

213> AT

<2202

221> 2RiE

223> R C NLIRFlfHE : Sk
220>

<221> MOD_RES

£222% (2).. (3)

<2237 Ahx

<400 97

Cys Xaa Xaa Phe Gly Arg Arg Ser Ala Glu Asp Glu Asn
1 5 10

210> 98

211> 13

<212 PRT

213> NTIF3

<2202

L2913 kB

223> /R CNTFAHEE: SRlik”
<220>

<221> MOD_RES

€222» (11).. (12)

<223> Ahx

<AD0> 98

Phe Gly Arg Arg Ser Ala Glu Asp Glu Asn Xaa Xaa Cys
1 5 10

<210> 99

211> 15

<212> PRT

2135 KT

L2205

221> RiF

<2235 JER= N TR & ik <400> 99

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
1 5 10 15

90
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